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FDA’S ROLE IN PROTECTING THE PUBLIC 
HEALTH: EXAMINING FDA’S REVIEW OF 
SAFETY AND EFFICACY CONCERNS IN ANTI- 
DEPRESSANT USE BY CHILDREN 


THURSDAY, SEPTEMBER 23, 2004 

House of Representatives, 

Subcommittee on Oversight and Investigations, 

Committee on Energy and Commerce, 

Washington, DC. 

The subcommittee met, pursuant to notice, at 11:05 a.m., in room 
2123, Rayburn House Office Building, Hon. Joe Barton (chairman) 
presiding. 

Members present: Representatives Bilirakis, Stearns, Bass, Wal- 
den, Ferguson, Rogers, Barton (ex officio), Deutsch, DeGette, Allen, 
Schakowsky, and Waxman 

Also present: Representative Stupak. 

Staff present: Mark Paoletta, majority counsel; Alan Slobodin, 
majority counsel; Kelli Andrews, majority counsel; Joby Fortson, 
majority counsel; Billy Harvard, majority staff assistant; David 
Nelson, minority investigator; and Jessica McNiece, minority re- 
search assistant. 

Chairman Barton. Today we are continuing a series of hearings 
on FDA’s role in protecting the public health, examining the FDA’s 
review of safety and efficacy concerns in anti-depressant use in 
children. 

As part of this committee’s jurisdiction over public health, the 
subcommittee today will examine the FDA’s process in determining 
the safety and public health concerns of anti-depressants in chil- 
dren. 

The controversy over the use of anti-depressants in children is of 
great public interest. Over 10 million children a year are prescribed 
anti-depressants in the United States. The committee’s interest in 
this issue began in January of this year in response to media re- 
ports about the concerns over the safety and efficacy of anti-depres- 
sants used by children. 

One month earlier, in December 2003, British regulators contra- 
indicted all anti-depressants for children except Prozac due to the 
risk-benefit analysis of safety concerns related to suicidal behavior 
coupled with a weak showing of efficacy. Despite the action taken 
by British regulators in December 2003, at that time in the United 
States there appeared to still be substantial support in the medical 
community for the use of anti-depressants in children and for the 
belief that these drugs saved children’s lives. 

( 1 ) 
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The U.S. psychiatric establishment had repeatedly assured the 
public that the drugs are very safe. At around the same time that 
the British regulators announced their decision, an internal FDA 
analysis of the pediatric clinical trials of these drugs did show an 
increased risk of suicide related events, and seemed to be at odds 
with these assurances of safety. 

This analysis was prepared by a medical review officer special- 
izing in pediatric anti-depressants named Dr. Andrew Mosholder. 
Dr. Mosholder was first requested in June 2003 by the 
Neuropharm Division of FDA to perform this consult after 
GlaxoSmithKline provided the FDA and other regulatory agencies 
with an internal analysis showing an increase in suicidality during 
their pediatric clinical trials of the anti-depressant Paxil. 

The Neuropharm Division requested that Dr. Mosholder review 
the Paxil data as well as the data from other pediatric clinical 
trials to determine whether the signal was limited to Paxil or 
whether other anti-depressants showed a similar association. 

In September of this year — excuse me, in September 2003 Dr. 
Mosholder informed the agency at an internal briefing of his pre- 
liminary conclusions. He concluded that the pediatric clinical data 
showed an association between children taking the drug and sui- 
cide related behavior. 

Dr. Mosholder completed a second consult in December 2003 
which confirmed his preliminary findings reported in September. 
Although initially scheduled to present his findings at a February 
2004 Advisory Committee meeting, the purpose of which was to 
publicly discuss how the agency should handle the safety issues 
raised in pediatric anti-depressant trials. Dr. Mosholder was in- 
formed in early January of this year he would not be presenting 
at the Advisory Committee. 

It is my understanding that the individuals within the 
Neuropharm Division, who incidentally were in charge of this Feb- 
ruary meeting, told Dr. Mosholder that they had, “reached a dif- 
ferent conclusion” about the data. As a result of this disagreement, 
he was prevented from presenting his analysis before the FDA Ad- 
visory Committee. 

The first question that this raises is quite simple: Why? Isn’t an 
Advisory Committee a panel of experts? Aren’t those people capable 
of hearing different points of view and making decisions? What was 
the harm in allowing Dr. Mosholder an opportunity to present his 
data, his analysis, and his opinion to a group of experts? 

I am looking forward to hearing from Dr. Mosholder and some 
of the other FDA witnesses about these issues to get to the very 
heart of this matter. 

On September 13, 2004, which was just several weeks ago, the 
FDA convened another meeting of the Advisory Committee to con- 
sider the question again, whether there was an increased risk of 
suicide related behavior in children taking anti-depressants. This 
time at this meeting. Dr. Mosholder did present his data. 

As I understand it, the FDA also presented another analysis re- 
cently completed by Dr. Hammad. Both Dr. Hammad’s analysis 
and Dr. Mosholder’s December 2003 analysis essentially reached 
the same conclusions. There is an increase in suicide related behav- 
ior with children taking anti-depressants. 
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Let me repeat that. Their two analyses essentially reached the 
same conclusions. There is an increase in suicide related behavior 
with children taking anti-depressants. The agency now acknowl- 
edges this association. 

Where do we go from here? The FDA has now looked at the issue 
in depth and has indicated that they are just about ready to an- 
nounce a final course of action. What that course of action is and 
when it will be implemented are two questions this committee is 
very interested in knowing. 

Will we have a black box on these drugs? Will we have a new 
and stronger warning label? Will we have a pamphlet, known as 
a Med Guide, attached to the drug? Will we contra-indict the drug 
like they did in Britain when they banned it from pediatric popu- 
lations? Will we have an informed consent form signed by the pa- 
tient, parent and physician? These are all questions that need to 
be addressed at today’s hearing. 

We look forward to getting answers to these questions and a bet- 
ter sense of direction about where the FDA is going. 

One final issue that I want an answer today from the FDA: 
When the FDA first become aware of the potential link between 
anti-depressants and suicidality in children, and what did they do 
to get to the bottom of it? 

Throughout our investigation, we have learned that as far back 
as 1996, 8 years ago, a medical review at FDA, Dr. James Knud- 
sen, raised the question of an increase in suicidality in pediatric 
clinical trials of a drug called Zoloft. There was also an analysis in 
1997 of Luvox, another anti-depressant, where the review, the 
same Dr. Mosholder, noted that there was an increase in hostility 
in children versus adults. The issue is noted in the Luvox labeling 
as a result. 

The fact that children taking anti-depressants were experiencing 
psychiatric adverse events at greater rates than adults was known 
at the agency as far back as 1996 and 1997. This committee wants 
to know what did the agency do to respond to these concerns? Did 
they require that pediatric clinical trials conducted pursuant to the 
Best Pharmaceuticals for Children Act be designed to capture these 
types of safety issues? If not, why not? Did the agency alert their 
medical reviewers to this potential issue, tell them to look closely 
at that type of data that the companies were submitting in their 
pediatric trials? If not, why not? 

I hope that today we will be able to view the whole picture con- 
cerning anti-depressants and their effect on children as well as the 
FDA approval process as a whole. The FDA’s task is quite com- 
mendable. It is not easy. They are entrusted with being the guard- 
ians of our safety. That is a very difficult trust to maintain. 

As Members of Congress, it is our duty to ensure through the 
oversight process that the FDA undertake this task in an earnest 
and diligent and, I might also say, an open and transparent fash- 
ion. We must ensure that the FDA fulfills its public health role and 
its public trust. 

The FDA serves the American people. We are the client. The 
mission of the FDA is not to protect the FDA’s internal workings, 
but to promote and protect the public health by helping safe and 
effective products reach the market by monitoring for safety, by 
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disclosing the accurate, science based information, and for pro- 
viding this in a clear and concise and timely fashion to the Amer- 
ican people. 

Is the FDA accomplishing its mission with anti-depressants used 
by children? I would have to say the record is open on that, and 
I would say that, unless we get some very straight answers at to- 
day’s hearing, it is probably going to be answered that the FDA is 
not fulfilling its mission in this particular issue. 

At the September 9 hearing concerning the publication of anti- 
depressant clinical trial data, I was upset with the FDA’s lack of 
full cooperation with the documentation production process pursu- 
ant to this committee’s request. Since that hearing, I have met 
with the Acting FDA Commissioner, Dr. Lester Crawford, about 
the issue of FDA’s cooperation in this matter. 

I would like to take note that, since that meeting, there has been 
improvement in the FDA’s cooperation in document production, 
and for that I want to thank Dr. Crawford publicly. I also want to 
thank Dr. Crawford for his assistance with securing the appear- 
ances of some of the witnesses that will be speaking today. 

Finally, I would like to thank the FDA in their diligence to re- 
sponding to several member questions that were raised at the Sep- 
tember 9 hearing. 

Having said that, I must say that we continue to be somewhat 
surprised when we questioning them about their policy of docu- 
ment retention at the FDA. The answer we got back was, in writ- 
ing, that they had none — that they have no policy for document re- 
tention, which is something that we still need to address with 
them. 

I must say, though, that since the last hearing the FDA is co- 
operating much more cooperatively with this committee, and again 
for that I want to thank all of our FDA representatives. 

[The prepared statement of Hon. Joe Barton follows:] 

Prepared Statement of Hon. Joe Barton, Chairman, Committee on Energy 

AND Commerce 

As part of the Committee’s jurisdiction over public health, the Subcommittee 
today will examine the Food and Drug Administration’s (FDA’s) process in deter- 
mining the safety and public health concerns of anti-depressants in children. 

The controversy over the use of anti-depressants in children is of great public in- 
terest. Over 10 million children a year are prescribed anti-depressants in the United 
States. The Committee’s interest in this issue began in January of this year in re- 
sponse to media reports about the concerns over the safety and efficacy of anti-de- 
pressants used by children. One month earlier, in December 2003, British regulators 
contraindicated all anti-depressants for children, except Prozac, due to the risk-ben- 
efit analysis of safety concerns related to suicidal behavior coupled with a weak 
showing of efficacy. 

Despite the action taken by British regulators in December of 2003, at that time, 
in the United States there appeared to still be substantial support in the medical 
community for the use of antidepressants in children, and for the belief that these 
drugs save children’s lives. The U.S. psychiatric establishment had repeatedly as- 
sured the public that the drugs are very safe. At around the same time that the 
British regulators announced their decision, an internal FDA analysis of the pedi- 
atric clinical trials of these drugs showed an increased risk of suicide-related events 
and seemed to be at odds with these assurances of safety. This analysis was pre- 
pared by a medical review officer specializing in pediatric anti-depressants named 
Dr. Andrew Mosholder. Dr. Mosholder was first requested in June 2003, by the 
Neuropharm division of FDA to perform this consult, after GlaxoSmithKline pro- 
vided the FDA and other regulatory agencies, with an internal analysis showing an 
increase in suicidality during their pediatric clinical trials of the anti-depressant 
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Peixil. The Neuropharm division requested that Dr. Mosholder review the Paxil 
data, as well as the data from the other pediatric clinical trials, to determine wheth- 
er the signal was limited to Paxil or whether other anti-depressants showed a simi- 
lar association. In September 2003, Dr. Mosholder informed the agency at an inter- 
nal briefing of his preliminary conclusions: the pediatric clinical data showed an as- 
sociation between children taking the drug and suicide-related behavior. Dr. 
Mosholder completed a second consult in December 2003, which confirmed his pre- 
liminary findings reported in September. Although initially scheduled to present his 
findings at a February 2004 Advisory Committee meeting-the purpose of which was 
to publicly discuss how the agency should handle the safety issues raised in pedi- 
atric anti-depressant trials-Dr. Mosholder was informed in early January 2004, he 
would not be presenting at the Advisory Committee meeting. It is my understanding 
that individuals within the Neuropharm Division, who incidentally were in charge 
of this February meeting, told Dr. Mosholder-they had “reached a different conclu- 
sion” about the data. As a result of this disagreement, he was prevented from pre- 
senting his analysis before the FDA Advisory Committee. 

The first question this raises is simply: why? Isn’t an Advisory Committee a panel 
of experts? Aren’t those people capable of hearing differing points of view and mak- 
ing decisions? What was the harm in allowing Dr. Mosholder an opportunity to 
present his data, his analysis and his opinion to this group of experts? I am looking 
forward to hearing from Dr. Mosholder and some of the other FDA witnesses about 
these issues, to get to heart of this matter. 

On September 13, 2004, the FDA convened another meeting of the Advisory Com- 
mittee to consider the question again: whether there was an increased risk of sui- 
cide-related behavior in children taking anti-depressants. This time, at this Sep- 
tember meeting. Dr. Mosholder did present his data. As I understand it, the FDA 
also presented another analysis, recently completed by Dr. Hammad. Both Dr. 
Hammad’s analysis and Dr. Mosholder’s December 2003 analysis essentially reached 
the same conclusions-there is an increase in suicide-related behavior with children 
taking anti-depressants. The agency now acknowledges this association. 

Where do we go from here? The FDA has now looked at the issue in depth and 
has indicated that they are just about ready to announce a final course of action. 
What that course of action is, and when will it be implemented-are two questions 
I am very interested to know. Will we have a “black-box” on the drugs? Will we have 
a new and stronger warning label? Will we have a pamphlet, known as a “Med 
Guide,” attached to the drug? Will we contraindicate the drug like they did in Brit- 
ain when they banned it from the pediatric population? Will we have an informed 
consent form signed by patient, parent and physician? I look forward to getting feed- 
back on these questions and a better sense of that direction today. 

One final issue that I want an answer from FDA today: When did the FDA first 
become aware of a potential link between anti-depressants and suicidality in chil- 
dren and what did they do to get to the bottom of it? Through our investigation, 
we have learned that as far back as 1996, a medical reviewer at FDA-a Dr. James 
Knudsen — raised the question of an increase in suicidality in pediatric clinical trials 
of Zoloft. There was also an analysis in 1997 of Luvox-another anti-depressant- 
where the reviewer, the same Dr. Mosholder, noted that there was an increase in 
hostility in children versus adults. This issue was noted in the Luvox labeling as 
a result. 

The fact that children taking anti-depressants were experiencing psychiatric ad- 
verse events-at greater rates than adults-was known at the agency as far back as 
1996 and 1997. I want to know: What did the agency do to respond to these con- 
cerns? Did they require that pediatric clinical trials conducted pursuant to the Best 
Pharmaceuticals for Children Act be designed to capture these types of safety 
issues? If not-why not? Did the agency alert their medical reviewers to this potential 
issue and tell them to look closely at that type of data the companies submitted in 
pediatric trials? If not-why not? 

I hope that after today we will be able to view the whole picture concerning 
antidepressants and their effect on children, as well as the FDA approval process 
as a whole. 

The FDA’s task is quite commendable and not easy. They are entrusted with 
being guardians of our safety. As Members of Congress, it is our duty is to ensure 
through the oversight process that this vital agency undertake this task in an ear- 
nest and diligent manner. We must ensure that FDA fulfills its public health role. 
The FDA serves the American people. We are the client. The mission of the FDA 
is not to protect the FDA, but to promote and protect the public health by helping 
safe and effective products reach the market, by monitoring for safety, and by dis- 
closing accurate, science-based information. Is FDA accomplishing its mission with 
anti-depressants used by children? 
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At the September 9th hearing concerning the publication of anti-depressant clin- 
ical trial data, I was upset with the FDA’s lack of full cooperation with the docu- 
ment production process pursuant to the Committee’s request. Since that hearing, 
I have met with Acting FDA Commissioner Dr. Lester Crawford about the issue of 
FDA’s cooperation in this matter, and I would like to note that since that meeting, 
there has been some improvement, in FDA’s cooperation and document production. 
I also want to thank Dr. Crawford for his assistance with securing the appearances 
of some of witnesses that will be speaking today. Finally, I would like to thank the 
FDA in their diligence in responding to several member questions that were raised 
at the September 9th hearing. 

However, if FDA does not continue this cooperation, I will be forced to address 
this issue again just as I did at the September 9th hearing. Nevertheless, I am 
hopeful that we can continue to move forward on improved document production 
from the agency. 

Once again, I would like to thank the witnesses for appearing today and the other 
members present today, and I look forward to this hearing. 

Chairman Barton. I would now like to turn to our ranking mem- 
ber, Mr. Deutsch for any opening statement that he wishes to 
make. 

Mr. Deutsch. Thank you, Mr. Chairman, for holding this hear- 
ing and its counterpart earlier this month. 

The September 9 hearing dealt with the fact that the FDA and 
drug companies withheld from the public the important informa- 
tion that all but one of the pediatric trials of anti-depressants 
failed to show efficacy in adolescents. Sadly, we got no good an- 
swers from the FDA witness at that time. Dr. Woodcock. 

Today we deal with the critical question of the safety of these po- 
tent medications in children. Specifically, we need to understand if 
the risk of suicidal behavior of teens taking SSRIs is greater than 
the suicide risk associated with a failure to take these anti-depres- 
sants. 

That is exactly the kind of straightforward, scientific question 
that the Congress expects FDA to answer for the American people. 
Unfortunately, the FDA has handled the decisions involving both 
the safety and efficacy of these drugs in adolescents in such an un- 
scrupulous manner that it is very hard for anyone to accept that 
objective science is the basis of the agency’s conclusions. 

Consider that the FDA extended the monopoly status of these 
drugs for 6 months, costing American taxpayers and consumers 
over $4 billion, and then decided that the public didn’t even need 
to know that all but one of these drugs could not demonstrate effi- 
cacy. 

The only labeling change was for Prozac, the only SSRI shown 
to work at all in kids. Shockingly, the FDA made a deliberate deci- 
sion to withhold information on the clinical failures from parents 
as well as pediatricians and other prescribers. But it gets even 
worse. 

When Wyeth found evidence of elevated risk of suicidal ideation 
and hostility among adolescents taking its drug and tried to change 
its label to warn parents and providers about this increased dan- 
ger, the FDA said no label change to reflect those warnings is per- 
missible. 

It is incredible that this agency charged with protecting the pub- 
lic health would stop a company from warning the public about 
risks associated with the use of its products by children. But the 
FDA was far from finished with its cover-up at that point. 
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As information flooded in from the industry and the British au- 
thorities who had banned the use of these drugs in kids, the FDA 
began a review of the 15 studies that had been done on pediatric 
use of SSRIs. They turned the project over to a scientist, Dr. An- 
drew Mosholder, a medical doctor, psychiatrist and epidemiologist 
in the Office of Drug Safety. 

Dr. Mosholder’s analysis of multiple studies concluded that there 
was indeed an elevated risk of suicidal behavior discernible from 
the pediatric studies. Dr. Mosholder was scheduled to present his 
findings before the Advisory Committee charged with recom- 
mending action to the FDA on anti-depressant drugs in February. 

Someone within the FDA did not want those conclusions to be 
public and ripped his presentation from the program. Perhaps it 
was the same people who thought Wyeth shouldn’t warn the public 
either. The FDA excuse was that the underlying data needed to be 
examined more critically before such a sensational conclusion could 
be broached publicly. 

When the San Francisco Chronicle got wind of the story that the 
FDA had squelched its own investigator’s report, the real cover-up 
began. Both this subcommittee and the Senate Finance Committee 
chaired by Senator Grassley began inquiries, but even as Congress 
was gearing up, senior officials within the FDA decided to conduct 
a witch hunt. 

They sent criminal investigators to probe the source of the leak. 
It is readily apparent that the probe was not about information 
but, rather, about intimidation. It was a warning to Dr. Mosholder 
and other dedicated epidemiologists at the Office of Drug Safety, 
and the ostensible initiating officer was the Director of the Office 
of Drug Safety. 

When we authorized the Prescription Drug User Fee Act in the 
last Congress, the clear tradeoff for the continuing rapid review 
and approval of new drug applications was that the FDA would 
place a renewed emphasis on post-marketing surveillance to detect 
safety problems with drugs just as soon as they emerged. 

The Mosholder investigation is a substantive demonstration that 
drug safety remains a stepchild in the FDA-drug company partner- 
ship at the Center for Drug Evaluation and Research. But it gets 
even worse. 

To be clear, the events I am about to describe involve response 
to requests from Senator Grassley, although I have no doubt that, 
had this ploy succeeded, false documents would have been supplied 
to this committee as well. 

Andy Mosholder was forced to supply a statement to the Office 
of Internal Affairs regarding the events surrounding the decision to 
remove his analysis from the Advisory Committee’s agenda and the 
leaking of that story to the Chronicle. This document was appar- 
ently in response to a request from Senator Grassley. 

Apparently, officials in the FDA Office of Legislative Affairs and 
the Office of Chief Counsel met to decide how to respond. They de- 
cided that not only should the Mosholder affidavit be redacted, but 
that a new document needed to be created to hide the fact that an 
investigation had even taken place. 

Ultimately, Dr. Mosholder on advice of his personal counsel de- 
clined to sign the phony document suggested and drafted by an 
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FDA lawyer. Had Dr. Mosholder not acted to thwart the submis- 
sion of an altered document to a bona fide Congressional investiga- 
tion, a criminal act of obstruction of justice would have occurred. 
As it was, the FDA and its lawyers are only guilty of attempting 
to obstruct justice. 

As you are well aware, Mr. Chairman, the FDA has stonewalled 
lawful requests from this committee regarding documents in the 
past. It has also slow-rolled and stonewalled our requests for inter- 
views. 

I applaud the determination that you have shown to get to the 
bottom of this, despite the obstruction that has been employed by 
FDA and its attorneys. As a result of this committee’s efforts, the 
Advisory Committee did receive the Mosholder analysis last week, 
as well as subsequent analysis done by Dr. Tarek Hammad. That 
reached the same conclusion. 

As we are all well aware, the Advisory Committee recommended 
that a black box warning of increased suicide risk in children be 
attached to the labels of these drugs, and that patients be informed 
of the increased risk when each prescription is dispensed. They 
also recommended that each drug that has failed its efficacy test 
be so labeled. 

I expect that the FDA will tell us at this hearing that it will 
adopt the recommendations of its Advisory Committee, if so, this 
may be an appropriate result. But for the investigations by Con- 
gress, specifically this committee, and the media, I doubt that we 
would have reached the level of public knowledge and concern that 
has prompted this result. 

Mr. Chairman, I congratulate you on the witness panel you have 
assembled before us today. I hope that the Secretary will provide 
us with an accurate account of events that were exposed today. 

There is something terribly rotten at the FDA. No agency 
charged with protecting the public health should behave with such 
indifference to the public safety as is evidenced in this case, and 
no agency should ever treat Congress with the disrespect shown by 
the FDA during the course of this investigation. 

Again, Mr. Chairman, you are to be applauded for your deter- 
mination and commitment to the public interest in pursuing this 
difficult inquiry. 

Chairman Barton. Thank you, Mr. Deutsch, and let me say be- 
fore I recognize our vice chairman: This has been a bipartisan ef- 
fort. Mr. Deutsch has been applauding me, but it is actually the en- 
tire subcommittee and the staffs on both sides. We have worked to- 
gether on this, and we are finally beginning to get the truth out 
to the American people. 

With that, I would like to recognize the distinguished vice chair- 
man of the committee, Mr. Walden, Mr. Greg Walden, for an open- 
ing statement. 

Mr. Walden. Thank you, Mr. Chairman. I thank you for holding 
this second hearing on the safety and efficacy concerns of anti-de- 
pressants in children. 

Giving parents and doctors as much information about the bene- 
fits or lack thereof and the risks associated with drugs that are 
being prescribed for millions, tens of millions, of our Nation’s chil- 
dren should be at the forefront of FDA’s mission. I am troubled by 
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issues raised at the last hearing about what information is on the 
label of these drugs and what information was publicly presented 
to doctors and parents about these pediatric anti-depressant trials. 

Testimony from certain pharmaceutical companies at the last 
hearing raised two issues that I would like the agency to fully dis- 
cuss today. The first question is about stronger warnings. 

As I understand it, in August 2003, Wyeth Pharmaceuticals 
issued a “Dear Health Care Provider” letter to more than 450,000 
health care practitioners warning them of increased hostility in 
children taking Efexir and recommending that it not be prescribed 
to anyone under 18 years of age. Wyeth also added a stronger 
warning to their label reflecting this safety issue. 

Approximately 8 months later when the FDA finally decided to 
change the warnings on all the labels of all anti-depressants, they 
required Wyeth to remove — to remove this stronger labeling. What 
this tells me is the regulatory agency charged with protecting the 
public health is preventing a company from disseminating impor- 
tant safety information to parents, the public and physicians. 

I want answers from the folks at the Neuropharm Division at 
FDA that made this decision to explain their rationale for it. 

The second question concerns efficacy. In testimony from various 
pharmaceutical companies at the last hearing, it became clear that 
many companies — in fact, most except Eli Lilly — conducted anti-de- 
pressant clinical trials in kids that showed no efficacy. That is why 
none of the anti-depressants except Prozac is approved by the FDA 
for use in treating depressed kids. 

Yet the FDA also decided not to allow the companies’ product la- 
beling to state that clinical trials conducted in kids did not dem- 
onstrate efficacy. The question is why? Why wouldn’t you put that 
on the label? Why shouldn’t the label reflect that information? 

I note that the Advisory Committee just recommended that this 
labeling change take place, but the point is that the FDA knew 
about the lack of efficacy in these trials several years ago, and 
nothing has been done to change the label to inform doctors, pa- 
tients and parents of this finding. 

I am also interested to learn more about the FDA Advisory Com- 
mittee process and the recommendations that the Advisory Com- 
mittee made last week concerning how to notify the public that 
clinical trial data indicate that there is an increased risk of suicide 
related behavior in children that take anti-depressants. 

I was struck by the press release that the FDA sent out on Sep- 
tember 16, just a few days after their Advisory Committee meeting. 
Now in that release, the FDA states, “that it generally supports” — 
generally supports — “the recommendations of the Advisory Com- 
mittee.” Generally supports? To me, that sounds like the FDA has 
some doubts about the Advisory Committee’s recommendations. 

So I would like to know if the FDA has reservations about these 
recommendations; if so, what they are, and why. I would also like 
to know more about FDA’s characterization of the Advisory Com- 
mittee’s 15 to 8 vote as, “a split decision” on whether a black box 
warning label should be on the labels of SSRIs. 

Now it is my understanding that a black box warning will alert 
doctors, patients and parents about the risks of taking these drugs 
without preventing these drugs from being prescribed to depressed 
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children. Now here in the House, if you get a 15 to 8 vote, a 2 to 
1 margin, that is a pretty significant vote, not generally described 
as a split decision. 

So it is my question as to how that is being described and why 
in the FDA’s press release. Is the FDA going to follow the clear ma- 
jority recommendation and implement this labeling change and, if 
not, why? It is my understanding that Dr. Temple and Dr. 
Laughren will be able to address these questions. 

Finally, I hope to get some answers from the agency about the 
timeline of events in terms of what they told the public about safe- 
ty concerns raised within the agency about children taking these 
drugs, and then when they told the public. 

As we know, the British drug regulatory agency seemed to act 
much swifter on this than the FDA with the same data. So I think 
it is a fair question to ask this agency: Was the public health 
served by a longer deliberative process in this case? 

I also would like to know why the agency made the decision, as 
you have heard from my colleagues, to prevent Dr. Mosholder from 
presenting the findings from his extensive 6-month analysis of data 
on SSRI clinical trials at the February 2004 Advisory Committee 
meeting. 

So I will be interested in hearing Dr. Mosholder’s perspective on 
his consult, why he believed the safety signals were robust even in 
December 2003, and how he believes his consult would have con- 
tributed to the February Advisory Committee’s deliberative proc- 
ess. 

We have many witnesses from the FDA today, and I am hopeful 
they will provide a more complete picture of this process and an- 
swer these questions that are on our minds and those of the people 
we represent. I thank them for being here, and I thank you, Mr. 
Chairman. 

Chairman Barton. We thank you. Congressman. 

Now I will recognize the distinguished member from Colorado, 
Congresswoman DeGette, for an opening statement. 

Ms. DeGette. Thank you, Mr. Chairman. I would ask unani- 
mous consent to put my full statement in the record. 

Chairman Barton. Without objection, so ordered. 

Ms. DeGette. Thank you. I would just like to make a couple of 
observations. 

When I walked into our last hearing on September 9, I didn’t 
know anything about this rampant off-label prescription of anti-de- 
pressants for kids, and I didn’t know about the risks about it, and 
I don’t think most Americans did know about it. 

Sometimes when I go out in my district, as I have the last few 
weeks, my constituents say how can you stand doing the job that 
you do; how can you stand it back there? What I have been saying 
the last couple of weeks is, well, let me tell you a little story about 
this hearing we had in Congress where we found out that anti-de- 
pressants, which have been approved by the FDA for adults, are 
being prescribed for kids in rampant off-label use and, furthermore, 
there was data that showed that, at best, those drugs did not work, 
at worse and quite possibly, some of those drugs increase the risk 
of suicide for kids. 



11 


So after we had that hearing, and with all the press associated 
with that hearing and the witnesses, well, lo and behold, the FDA’s 
Advisory Committee decided there was an increased risk of 
suicidality, and they recommended a black box label. 

So, Mr. Chairman, I guess every so often we do do some good in 
Washington, but I think it is a damn shame that we have to have 
Congressional hearings to make that happen. 

Frankly, the public is desperate. Teen depression, in particular, 
is on the rise. We only have one drug that has been approved by 
the FDA for use in kids, and parents are desperate to find some 
way to treat their kids. But they were unaware how the off-label 
use of anti-depressants could really not only not help their kids but 
could actually kill their kids. 

Now I think that the FDA has to answer a lot of questions. They 
need to answer questions about, for example, why there were 
delays of presentation of data between the links of suicide and anti- 
depressants. The FDA needs to answer what steps will be taken to 
ensure that scientists at FDA are able to present their findings to 
advisory committees. They have to answer as to what future ac- 
tions the FDA is taking for pediatric and adult use of anti-depres- 
sants. 

The American public and the U.S. Congress rely on the FDA to 
ensure that all approved pharmaceuticals are safe. This is the re- 
sponsibility that is at the very core of the FDA’s mission, and to 
fulfill that mission the FDA must conduct objective studies with 
rigorous scientific inquiry, and then they must present the results 
to the public. They can’t simply just sweep this under the carpet 
or put it in the back room because they are concerned about the 
rise of teen depression and the lack of medications to deal with 
this. 

So I think — I am really glad we are having this series of hear- 
ings, but I think the FDA has a lot to answer for. I would also like 
to add that at the last hearing, Mr. Chairman, you chastised the 
FDA for its lack of cooperation with this committee, and rightly so. 
But we are still having difficulty getting information from the FDA. 

Some of the documents that we requested were not produced 
until 36 hours before this hearing. The questions posed by the 
Democrats at and after the last hearing, including myself, have 
still not been answered, and the FDA did finally, I heard, respond 
to some questions that Mr. Walden had last night. 

We didn’t get Doctors Temple and Mosholder’s testimony until 
after 7 o’clock last night, and I don’t know if Dr. Temple testimony 
required 0MB review, which is why the FDA usually says the tes- 
timony is tardy, but the delay is certainly a burden on the com- 
mittee and our hard working staff. Some of us on this sub- 
committee were here until after 6 o’clock in a different hearing last 
night, and it makes it very difficult to prepare for these hearings. 

So in sum, Mr. Chairman — and I have an extension of remarks 
I will put in the record — we have got to have cooperation in this 
hearing by the FDA and by all the other Federal agencies. We are 
elected as representatives of the American people to find the truth, 
and I know, one of the things I love about this subcommittee, we 
work on a bipartisan basis, as the chairman said. 
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We intend to get to the bottom of this, and I really want to thank 
the chairman for not relenting, and I would hope these agencies 
would realize they have got to cooperate. 

I yield back the balance of my time. 

Chairman Barton. I thank the distinguished Congresswoman 
from Colorado. You statement is the first I had heard that we 
hadn’t had those questions answered. I wish I had known that yes- 
terday, because I had a phone conversation with Dr. Crawford. But 
what we might do is do another — maybe another meeting and get 
you and Mr. Dingell and Mr. Deutsch involved, and we will get 
your answers. 

Ms. DeGette. Thank you, Mr. Chairman. 

[The prepared statement of Hon. Diana Degette follows:] 

Prepared Statement of Hon. Diana DeGette, a Representative in Congress 
FROM THE State of Colorado 

Today’s hearing is the second of this series on antidepressant use in pediatric pop- 
ulations. Parents, children and physicians seeking improved mental health carefully 
weigh the risks and benefits of taking antidepressants. The Committee’s investiga- 
tion has uncovered that the risks of taking antidepressants had not been fully 
shared. 

This hearing is more broadly about the Food and Drug Agency’s ability and efforts 
to ensure that all approved pharmaceuticals are safe. This responsibility is at the 
very core of the FDA’s mission. To fulfill that mission, FDA must conduct objective 
studies with rigorous scientific inquiry. When risks are identified, it is essential that 
they be communicated to the public. 

The FDA staff here with us today must answer to this Committee and to the 
American public. Why were there delays in the presentation of data on the link be- 
tween suicides and antidepressants? What steps will be taken to ensure that sci- 
entists at FDA are able to present their findings to Advisory Committees? What fu- 
ture actions is FDA taking for pediatric and adult use of antidepressants? 

This investigation on antidepressant use in pediatric populations has revealed 
that transparency and availability of information may have been compromised. I 
would once again like to remind the FDA of the importance of their role. It greatly 
concerns me that the United Kingdom’s equivalent to FDA (the MHRA), contra- 
indicated all anti-depressants for individuals less than 18 years of age in December 
2003. That was almost one year ago. Why has the FDA not taken similar steps? 

The FDA’s recent Advisory Committee meeting has determined that there is an 
increased risk of suicidality in pediatric patients taking antidepressants. They have 
recommended warning labels, but not contraindication. But the data has shown that 
a risk of suicide does exist for two antidepressants (Effexor and Paxil). How can we 
not provide that information to physicians and parents? 

I, like many of my colleagues believe that we must balance safety concerns with 
access to medication. I do not believe that this balance can exist when the risks are 
hidden. 

In addition to considerations about analysis of the data, this investigation has re- 
vealed that post-market surveillance of pharmaceuticals has not perhaps been as 
strict as this Committee would like. I hope that the witnesses from the FDA will 
provide some insight on how this monitoring process may be limited and what Con- 
gress can do to improve it. 

I continue to be concerned about the inadequacy of our mental health research 
and treatment system. While antidepressants have greatly improved treatment op- 
tions, much more must be done. In addition to examining the FDA’s actions, this 
hearing highlights the areas of improvement needed. While safety of medications is 
of immediate importance, this Committee should not turn a blind eye to the more 
significant shortcomings in our health system. 

Chairman Barton. The Chair would recognize Mr. Rogers for an 
opening statement. 

Mr. Rogers. I will yield. 

Chairman Barton. Would Mr. Bilirakis like to make an opening 
statement, distinguished subcommittee chairman? 
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Mr. Bilirakis. Well, thank you, Mr. Chairman, just very briefly. 
Obviously, the recent reports of anti-depressant drugs possibly in- 
creasing the risk of suicidal thoughts and actions in children taking 
these drugs are certainly extremely disturbing. While there are, as 
I understand it, no actual suicides, it is important to recognize any 
possible adverse effects that these drugs may have on adolescents 
and children. 

Mr. Chairman, I don’t disagree with any of the comments made 
by you or any of the other members of the committee up here and 
the fault on the part of the FDA and that sort of thing, but I guess, 
as I understand it also, there have been some positive things that 
have taken place. 

I think we all can agree that the new FDA labeling requirements 
are a step in the right direction. The FDA has been closely review- 
ing the results of anti-depressant studies in children since June 
2003, and asked that the matter be investigated by the 
Psychopharmacologic Drugs Advisory Committee, PD AC, and the 
Pediatric Subcommittee of the Anti-Infective Drugs Advisory. 

The Advisory Committee did recommend to the FDA that the la- 
beling of these drugs be revised to advise the need to monitor pa- 
tients closely when the anti-depressive therapy started and, based 
on this recommendation, FDA did require changes to the labels for 
anti-depressant drugs used for adolescents to include stronger cau- 
tions and warnings about the need to monitor patients for wors- 
ening of depression and the emergence of suicidality. 

I don’t know that this will solve the problem, Mr. Chairman, and 
certainly things like delays and not being apparently cooperative 
and all that are concerns, but I suppose that this is a step in the 
right direction. And thanks to you and Mr. Walden, the ranking 
members in the committee, hopefully, this brings it out to the fore, 
and these matters will be solved on an adequate basis, and I look 
forward to hearing from all the witnesses. 

Thank you, Mr. Chairman. 

Chairman Barton. Thank the distinguished subcommittee chair- 
man. We now recognize Mr. Allen for an opening statement — Con- 
gressman Allen, I mean. 

Mr. Allen. Thank you, Mr. Chairman, and thank you for calling 
this second hearing to examine concerns surrounding the safety 
and efficacy of anti-depressant use by children. 

This committee must closely examine the FDA’s role in reviewing 
clinical trial data indicating serious side effects associated with cer- 
tain prescription drugs. The FDA’s mission is to protect public 
health and, therefore, it has the responsibility to alert physicians 
and the public to safety and efficacy concerns associated with var- 
ious medical treatments. 

I do find it very troubling that FDA officials appear to have at- 
tempted to suppress information indicating that SSRI anti-depres- 
sants may increase the risk of certain suicide related thoughts and/ 
or behaviors in children. I am disturbed that Dr. Mosholder’s full 
report on this issue conducted at the behest of the FDA was not 
allowed to be presented at FDA’s February Advisory Committee 
meeting on this issue. 



14 


I look forward to hearing from Dr. Mosholder about the directive 
under which he conducted his review on clinical trial data of SSRIs 
and the conclusions of his report. 

Clearly, there is debate among the scientific community about 
whether episodes of attempted suicide while taking SSRIs are at- 
tributed to the underlying depression of an individual patient or to 
the taking of SSRIs. However, disagreement about clinical trial 
data does not mean that the studies and conclusions of specific re- 
searchers should be dismissed or suppressed. Rather, vigorous de- 
bate in the scientific community should be encouraged and conclu- 
sions challenged in order to arrive at the best determination of 
what information should be disseminated to physicians and their 
patients. 

The increasing rate of clinical depression in children is a serious 
public health issue. Children diagnosed with depression are clearly 
at an increased risk for suicidal thoughts and behaviors. Each year, 
more than 500,000 children and adolescents attempt suicide, and 
approximately 2,000 young people die as a result of suicide. 

I had the opportunity to discuss the link between SSRI use and 
the possible increase in suicidal thoughts and behavior with a pedi- 
atric physiatrist in Maine. He said that there is a solid agreement 
among physicians that they need better clinical data on the side ef- 
fects of anti-depressants and not just studies financed by the drug 
manufacturers. 

He also stressed that physicians need to have a variety of drugs 
available to them in order to make the best choice for their pa- 
tients. Research indicates that between 30 and 40 percent of chil- 
dren and adolescents with depression will not respond to the first 
medication. The debate surrounding this issue clearly indicates a 
need for greater post-marketing studies on prescription drugs. 

I am interested in learning from Dr. Temple about the recent 
recommendations of the Psychopharmacologic Drugs and Pediatric 
Advisory Committee, including the suggestion of requiring the 
black box warning on all anti-depressant drugs, indicating an in- 
creased risk for suicidality in pediatric patients. 

Certain drugs prescribed to children can be ineffective or dan- 
gerous. It is FDA’s responsibility to investigate the risks associated 
with prescription drug use in order to protect the safety of our Na- 
tion’s children. FDA has a critical role in ensuring that doctors and 
consumers receive balanced information. 

I look forward to hearing the testimony of all of you on this very 
important topic. Mr. Chairman, I yield back the balance of my 
time. 

Chairman Barton. Thank the distinguished member for that 
statement. 

Does the gentleman from New Hampshire wish to — Okay. Does 
the gentleman from California, Congressman Waxman, wish to 
make an opening statement? Mr. Stupak is not a member of the 
subcommittee. 

Mr. Waxman. Thank you very much, Mr. Chairman. I want to 
commend you for holding this hearing. I am pleased with the bipar- 
tisan way the committee has operated, and this is an important 
issue, the question of anti-depressant use in children. 
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The issue has a lot of different implications. Certainly, we ought 
to learn how FDA oversees the safety and effectiveness of drugs, 
both in the approval process and after the approval process when 
drugs are used for an off-label use, and especially when we are 
talking about children. 

The issue also has implications for how the pharmaceutical in- 
dustry shares data on its products with the public, and especially 
the medical community. 

The subcommittee’s investigations have revealed that all too 
often the drug industry has concealed data from physicians and pa- 
tients. In the case of anti-depressants, the data that was concealed 
would have shown that the drugs failed to work in children. 

Concealing these negative results had very serious consequences. 
It now appears that many children taking these potentially ineffec- 
tive drugs were put at an unnecessary risk, because the drugs they 
were given may have actually increased the likelihood that they 
might commit suicide. 

Today the FDA is going to respond to allegations that the agency 
failed to act quickly enough when the risk of suicide as first 
brought to light. I am very interested in hearing what they have 
to say, and hearing their responses. 

In the weeks and months to come, I hope that the subcommittee 
will continue to examine the broader issue of how information 
about pharmaceuticals is made in general, so that we can better 
protect patients from serious drug risks in the future. I think FDA 
has a lot to answer to today, and I am pleased that we have them 
here and under oath, so that the questions may be asked of them 
and that we can pursue the matter fully. 

I am disturbed to hear that perhaps they had not given the com- 
mittee all the information that has been requested. I have very lit- 
tle patience, and I know the chairman feels this way as well, that 
when we request information from any government agency in order 
to do our job of oversight — and it is an important constitutional 
function to do that job — we need to given all the information that 
is requested so that we can make a better evaluation of the matter 
before us. 

So I commend you, Mr. Chairman, again for holding these hear- 
ings, and I look forward to the testimony today and working with 
the members of this committee to figure out what actions we need 
to take thereafter. 

[The prepared statement of Hon. Henry Waxman follows:] 

Prepared Statement of Hon. Henry A. Waxman, a Representative in Congress 
FROM THE State of California 

I’d like to thank the Subcommittee for holding this series of hearings on anti-de- 
pressant use in children. This is an extremely important issue, which has implica- 
tions for how the FDA oversees the safety and effectiveness of drugs. The issue also 
has implications for how the pharmaceutical industry shares data on its products 
with the public. 

The Subcommittee’s investigations have revealed that all too often the drug indus- 
try has concealed data from physicians and patients. In the case of anti-depressants, 
the data that was concealed would have shown that the drugs failed to work in chil- 
dren. Concealing these negative results had very serious consequences. It now ap- 
pears that many children taking these potentially ineffective drugs were put at un- 
necessary risk, because the drugs that they were given may have actually increased 
the likelihood that they might commit suicide. 
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Today, the FDA will respond to allegations that the agency failed to act quickly 
enough when the risk of suicide was first brought to light. 

I am very interested in learning the response of the FDA to these allegations. 

In the weeks and months to come, I hope that the Subcommittee will continue 
to examine the broader issue of how information about pharmaceuticals is made 
public in general, so that we can better protect patients from serious drug risks in 
the future. 

Chairman Barton. We thank the gentleman from California. 

The gentleman from New Jersey, Congressman Ferguson, is rec- 
ognized for an opening statement. 

Mr. Ferguson. Thank you, Mr. Chairman. I thank you for hold- 
ing this important hearing, continuing the committee’s investiga- 
tion of adverse effects of anti-depressants in children. 

Two weeks ago, we discussed how vital it is that doctors receive 
all the latest relevant study data and results so they can make the 
most informed decisions possible on the safety of the drugs that 
they are prescribing. The drug makers discussed steps that they 
are taking to make their trials available to doctors so they can 
have all the information they need to confidently prescribe medi- 
cines to patients. 

I commend the work of the committee and, most importantly, the 
parents of children who have suffered unspeakable pain because of 
the adverse reactions to some of these anti-depressants. 

In the last hearing 2 weeks ago, I spoke about a constituent and 
friend of mine, Lisa Van Sickel. Lisa is here with us again today. 
I spoke about Lisa and her daughter, Michelle, as well as other 
constituents of mine who have suffered in this way. Lisa, as I say, 
is with us again here today. 

I am told that Michelle, who is away at college, will be watching 
via the committee’s webcast today. If that is the case, hello, 
Michelle. 

Since our last hearing, there have been developments from the 
FDA regarding their recommendations for doctors prescribing anti- 
depressants to children. Last week the FDA’s Psycho- 
pharmacological Drugs and Pediatric Advisory Committees met 
and made their recommendations on the prescribing of anti-depres- 
sants to children. 

I am interested to hear today what the panel has to say about 
the recommendations and whether or not the FDA plans on fully 
implementing the Advisory Committee’s recommendations, but also 
of particular interest is the path that the FDA took to come to the 
conclusions that they have decided upon. 

I look forward to hearing the testimony of Dr. Mosholder today, 
and then the testimony of the second panel about how we have ar- 
rived at the point that we are at now. 

Question: Why was Dr. Mosholder’s work not presented to the 
FDA’s February 2004 advisory committee, and when did the 
Neuropharm Division first become aware of an increase in psy- 
chiatric adverse events occurring in pediatric randomized con- 
trolled trials of anti-depressants as compared with the adult popu- 
lation? 

My constituents and I and members of this panel are looking for- 
ward to hearing the answers to these and a number of other ques- 
tions from today’s panels of witnesses. 
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Thank you again, Mr. Chairman, for holding this hearing, and I 
yield back. 

Chairman Barton. Thank the gentleman from New Jersey. The 
gentlelady from Illinois, Ms. Schakowsky, is recognized for an open- 
ing statement. 

Ms. Schakowsky. Thank you. Chairman Barton, for recognizing 
me for the purpose of making an opening statement and for agree- 
ing to hear the opening statement of a Member of Congress not on 
this subcommittee, Mr. Stupak. I hope that the tradition of opening 
statements will continue going forward. 

I look forward to hearing the testimony of the members of the 
panel who took part in reviewing the safety of anti-depressants in 
children over the past IV2 years. We need to get some straight- 
forward answers as to why specific concerns regarding the safety 
of those medications were kept not just from the public and from 
the medical community, but from the Advisory Committee whose 
job it is to advise the FDA on these issues. 

The process of reviewing the safety and efficacy of medications 
is complex. What is not complex is that the findings of someone 
who is charged at taxpayers’ expense with the review should not 
be hidden from sight. This is a particular concern when we talk 
about the health and safety of our children. 

I would like to hear an explanation today as to why, after spend- 
ing months examining the connection between anti-depressant use 
in children and increased suicidal ideation at the request of his su- 
periors, an FDA medical examiner would be prevented by those 
same superiors from presenting his conclusions to the FDA’s Advi- 
sory Committee. 

I find this apparent suppression of information appalling, par- 
ticularly when it serves to hide information that could have a sig- 
nificant impact on how medications are used by children. 

In order for an advisory committee to come up with well-in- 
formed and accurate recommendations, it is absolutely crucial that 
they are provided with the most comprehensive, up-to-date and ac- 
curate information available. When this does not happen and the 
committee is prevented from hearing the conclusions of those who 
actually conducted the reviews, the recommendations of the com- 
mittee inevitably will fail to reflect the best interests of children 
and their families. This not only leads to continued misuse of medi- 
cations by misinformed parents and physicians, it results in a seri- 
ous breach of trust of the FDA in its role of protecting the public 
from unsafe foods and medications. 

There already exists a great deal of misunderstanding and mis- 
trust within our society regarding the diagnosis and treatment of 
mental health disorders. Incidents such as these only serve to add 
fuel to the fire and increase the anger and frustration on all sides. 

Over the past weeks, we have heard from many mental health 
professionals and parents who are convinced that these medica- 
tions can be effective in the treatment of major depression in their 
children if they are used in an appropriate manner and under the 
right circumstances. Many parents are also very concerned about 
the possible negative impact of these drugs on their children. All 
of them, however, deserve to know that the decisions about these 
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drugs are based on a full, fair and independent analysis, and that 
critical information has not been denied them. Thank you. 

Chairman Barton. The Chair would now recognize the distin- 
guished member of the full committee. Congressman Stupak of 
Michigan, for an opening statement. 

Mr. Stupak. Thank you, Mr. Chairman, and thank you once 
again for allowing me to take part in this series of hearings con- 
cerning the safety and effectiveness of anti-depressants used by 
children. 

Two weeks ago, this committee heard the FDA repeatedly claim 
the jury was still out about the safety of anti-depressants. Just 4 
days later before an advisory committee in Bethesda, the FDA fi- 
nally admitted what they had known for a year: There is an in- 
creased risk of suicidal thoughts and behavior in children who take 
anti-depressants. 

I am appalled but, frankly, not surprised by the systematic ef- 
forts of the FDA to suppress information that could have prevented 
the senseless deaths of too many children. 

I believe these anti-depressants should be banned until the jury 
comes back with proof that they are safe and that they work. They 
are not effective to treat depression. Increased risk, no matter how 
large or small, is still an increased risk for suicidal behavior. 

The American people have a right to demand the FDA to look out 
for their interests and not the interests of the drug companies. 
When safety is questioned, FDA should err on the side of caution. 

The tragedies experienced by the families in the audience today 
may have been prevented. The jury is no longer out. Congress at 
a minimum should demand that the FDA to immediately and com- 
pletely implement all the Advisory Committee recommendations 
made last week. Those recommendations included warnings on all 
anti-depressants, black box labeling, and easy to understand warn- 
ings on the packaging where parents and patients can see it. 

What many here may not realize is the FDA is under no obliga- 
tion to implement those recommendations. There are many in- 
stances when the FDA has ignored or scaled back Advisory Com- 
mittee recommendations, caving to drug company pressure. 

I know from my own experience that the FDA has repeatedly ig- 
nored for the past 4 years advisory committee recommendations 
concerning the acne drug, Accutane. I am particularly concerned 
the FDA might back away from the recommendation of package la- 
beling that parents and patients can see and understand. The FDA 
should require that information about the safety and efficacy of 
these drugs be dispensed with every prescription and on the pack- 
age labeling. 

The FDA should also require parents to sign an informed consent 
before treatment can begin. The FDA cannot ignore these rec- 
ommendations like they ignored Dr. Mosholder’s analysis. They 
can’t drag their feet on implementing the recommendations as they 
dragged their feet on posting these studies on their website. 

Congress and the American people have had enough of the 
stonewalling and excuse making. It is time to take action. Let’s be 
clear. Package labeling is the least the drug companies can do. 

In 1997 Congress passed a law beginning a system where the 
drug companies get patent extensions worth billions of dollars to 
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study these drugs in children. Children, the most vulnerable mem- 
bers of our society, are the only group that we grant patent exten- 
sions to drug companies in exchange for studies. 

We don’t grant patent extensions to drug companies to study the 
effect of drugs in women. We just demand it, and the drug compa- 
nies do it. We don’t grant patent extensions worth billions of dol- 
lars to drug companies to study drugs in minorities. We just de- 
mand it, and drug companies do it. 

Patents are extended once pediatric studies are turned in to the 
FDA. There is no requirement that the studies were actually well 
done or actually show whether the drug worked or was safe, and 
there is no requirement that the packaging label on these drugs 
are actually changed before the patent extension is granted. 

At the very least, parents should get the facts in exchange for 
these billions in profits. It is clear today that they are not. 

Mr. Chairman, thank you again for calling these hearings and 
for your leadership on this issue. This hearing illustrates a larger 
problem at the FDA where too often drug companies trump parents 
where medical evidence is suppressed and where expert opinion is 
silenced, and it illustrates that our system to study the effects of 
drugs on children is broken. 

It is a system that gives billions of dollars to drug companies and 
asks little in return. The FDA is failing to live up to its responsi- 
bility to the American people. 

I yield back the balance of my time. 

Chairman Barton. We thank the distinguished gentleman from 
Michigan. 

The Chair would now recognize the gentleman from Florida for 
an opening statement, Mr. Stearns. 

Mr. Stearns. And good morning and thank you, Mr. Chairman, 
for holding this hearing. 

I think, as Mr. Stupak and others who are parents of children 
are very much interested in this, 2 weeks ago we explored the 
measures to make the results of clinical drug trials more accessible 
to doctors and parents, and I think that goes without saying. 

You know, in our society today there seems to be a pill for every- 
thing that ails you and, of course, this is especially true for depres- 
sion where millions of American children are being prescribed anti- 
depressants. It is probably unquestionable that anti-depressants 
have improved the quality of life for many children and their fami- 
lies, and may have even saved some lives. But for years now, we 
have heard anecdotal evidence that some of these same anti-de- 
pressants increase suicidal behavior in some children. 

Lately, the evidence has become less anecdotal and more and 
more compelling. In March 2004 the FDA issued a warning that 10 
popular anti-depressants can cause deeper depression, agitation, 
and other forms of violent behavior, including suicide. 

A month later, it was reported that the number of American chil- 
dren being treated with anti-depressants has soared over the past 
decades — it has been in all the press — even though the vast major- 
ity of clinical trials have failed to prove that the medicines even 
help — even help children at all. 

Now we have also heard that the agency’s own drug safety ana- 
lyst found a link between some anti-depressants and suicidal be- 
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havior in children. Yet, my colleagues, these findings were sup- 
pressed, and his analysis deemed unreliable. 

Finally, a recent FDA commission study by Columbia University 
researchers have confirmed the adverse results, and we are forced 
to admit finally the truth that there is indeed an increase in sui- 
cide and suicidal thoughts and behavior for some children who are 
prescribed certain anti-depressants. 

Mr. Chairman, the FDA is responsible for protecting the public 
health by assuring the safety and efficacy of these prescription 
drugs. We all know that. The widespread use of these anti-depres- 
sants should provide even more incentive for this FDA to fulfill its 
stated mission. At the very least, the drugs in question should con- 
tain strong warning labels to help physicians and parents evaluate 
the risks. 

So truly, all of us here hope that this hearing will help us get 
to the bottom of these disturbing findings and that we will have a 
chance to fully explore the findings with the panel. 

So I look forward to this hearing and to learning more about the 
FDA’s role in making sure anti-depressants used by children are 
safe and do what they are supposed to do. 

Thank you, Mr. Chairman. 

Chairman Barton. We thank the distinguished gentleman from 
Florida for his opening statement. Seeing no other members of the 
subcommittee on either side of the aisle present, the Chair would 
ask unanimous consent that all members of the subcommittee not 
present have the requisite number of days to put their formal open- 
ing statement in the record, hearing no objection, so ordered. 

[Additional statement submitted for the record follows:] 

Prepared Statement of Hon. Edward J. Markey, a Representative in 
Congress from the State of Massachusetts 

Thank you Mr. Chairman for calling this important hearing. 

As we continue the Subcommittee’s examination of how the FDA and the pharma- 
ceutical industry evaluated, reported, and responded to data linking certain anti-de- 
pressants to an increased risk of suicide in children and adolescents, I think it is 
important to recognize that these drugs have played a very positive role in expand- 
ing the treatment options for so many people around the country who have been 
struggling with depression. For them and their families, anti-depressant medica- 
tions have been a real life line. 

However, we have learned that until very recently we did not have the whole 
truth about the impact of these drugs on our children. Today’s hearing will help the 
Subcommittee understand how this could have occurred. 

Based on what I have heard and read so far, it seems to me that our current sys- 
tem for informing the public about potential risks associated may be broken. It 
failed to inform the public about potential risks of anti-depressants at two points. 
The first failure was when the pharmaceutical companies did not disclose the nega- 
tive results of their clinical trials. Congressman Waxman and I will soon introduce 
legislation to address this issue. We are proposing the creation of a federal registry 
of clinical trials. This will ensure that companies cannot pick and choose what infor- 
mation they want to share with the public. 

The second failure was when the pharmaceutical companies told the FDA about 
negative trials, the FDA did not move quickly and aggressively to fulfill its role as 
the watchdog for public health. After conducting their own study and confirming the 
risk, the Agency hesitated, suppressed their own data and left the public in the dark 
for months. Meanwhile, regulators in Great Britain were already taking action to 
protect their citizens from the same risks revealed by the data. 

The public absolutely needs to know about the risks associated with the drugs 
that they are taking. Even if Dr. Mosholder’s conclusions were wrong (which does 
not appear to be the case) it was completely inappropriate for the FDA to suppress 
his findings. Instead, the he should have been allowed presented his findings and 
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conclusions to the FDA’s Advisory Committee and allowed the experts to evaluate 
the data, question the study and have a complete discussion of the available infor- 
mation. Instead the FDA hid the data, got embarrassed when the public found out 
about their actions from the press, and initiated an internal criminal investigation 
that appears aimed at scaring its own employees into silence. 

Today we are going to examine the nature of the FDA’s failure. The FDA plays 
a critical role in protecting the public health so I am very concerned about the main- 
taining the integrity of the FDA process. It is my hope that in the future the FDA 
will provide a fair, thorough evaluation of the risks associated with drugs and 
promptly inform the public of those conclusions in a timely fashion. I am looking 
forward to hearing what steps the FDA is taking to restore the public’s trust. I look 
forward to hearing the testimony of today’s witnesses. 

Chairman Barton. The Chair would now call forward our first 
witness, the distinguished representative from the Food and Drug 
Administration, Dr. Andrew Mosholder. Would you please come for- 
ward and he seated. 

Welcome, Dr. Mosholder. You are aware that the committee has 
the tradition of taking all testimony under oath. Do you object to 
testifying under oath? 

Mr. Mosholder. Thank you. As a member of the Religious Soci- 
ety of Friends or Quakers, I would prefer to affirm rather than 
swear. 

Chairman Barton. We have the oath so that you can affirm 
rather than swear. But you don’t oppose to affirming under oath? 

Mr. Mosholder. That is correct. 

Chairman Barton. Thank you. You also have the right as a cit- 
izen of the United States of America under the Constitution of our 
great Nation to be advised by counsel during your testimony. Do 
you wish to be so advised during your testimony? 

Mr. Mosholder. No, I do not. 

Chairman Barton. Would you please stand and raise your right 
hand. 

[Witness sworn.] 

Chairman Barton. Be seated. Dr. Mosholder, we welcome you to 
the subcommittee. Your testimony in its entirety is in the record. 
We would recognize you for 7 minutes to elaborate on that formal 
testimony. 

TESTIMONY OF ANDREW D. MOSHOLDER, FOOD AND DRUG 
ADMINISTRATION 

Mr. Mosholder. Thank you. I have a brief oral statement which 
I can read now. 

Mr. Chairman and members of the subcommittee, I am Dr. An- 
drew Mosholder, a medical officer in the Office of Drug Safety at 
FDA’s Center for Drug Evaluation and Research. My statement 
will briefly summarize my role in FDA’s review of suicidality in pe- 
diatric anti-depressant drug trials. 

Before joining the Office of Drug Safety, or ODS, I was medical 
officer in the Division of Neuropharmacological Drug Products, 
DNDP, where I reviewed a number of submissions of pediatric data 
for anti-depressant drugs, including Paxil. In my review of the 
Paxil pediatric data, I noted that some of the clinical trial adverse 
events classified as emotional ability involved suicidal behavior or 
ideation. 

So DNDP requested clarification from the manufacturer, 
GlaxoSmithKline. In May 2003, GlaxoSmithKline provided new 
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analyses showing an increase in suicidal thoughts and behaviors 
with paroxetine compared to placebo. Dr. Russell Katz, the Director 
of DNDP, requested my assistance in the evaluation of these data, 
and my managers in ODS agreed. 

In July, DNDP asked the sponsors of other anti-depressant drugs 
to reproduce GlaxoSmithKline’s analysis of suicidal events for Paxil 
by applying the same method to their own pediatric trial data 
bases. 

By September 2003, I had completed an analysis of the 
paroxetine data and a preliminary analysis of pediatric data on 
seven other anti-depressant drugs. I presented these analyses at a 
briefing for ODER management September 16, 2003. 

DNDP forward responses from the other manufacturers to me for 
review. I completed the first written draft of my report in Decem- 
ber 2003. DNDP apparently was reaching a conclusion that these 
data were not adequate for definitive analysis. DNDP requested 
additional data from each sponsor, and also arranged for the pos- 
sible suicidal events in these trials to be reclassified by outside ex- 
perts. 

On December 18, 2003, at a planning session for the February 
2 Advisory Committee meeting on this issue, I shared a proposed 
outline of my Advisory Committee presentation. I noted that suici- 
dal events designated as serious in pediatric clinical trials for 
major depressive disorder were 1.9 times more frequent with anti- 
depressant drug treatment than with placebo, and that this was 
statistically significant. There was some discussion of the pros and 
cons of my analysis. 

On January 6, Dr. Katz informed me by telephone that someone 
else would present the clinical trial data at the February 2 meet- 
ing, since I had a different view of the data from that of DNDP. 

News of my analysis and the fact that it would not be presented 
at the February 2 AC meeting reached Mr. Rob Waters, a reporter 
for the San Francisco Chronicle. The Chronicle ran the story on 
February 1, 1 day prior to the AC meeting. 

On February 18, I completed my written report. In it I rec- 
ommended discouraging off-label pediatric use of the anti-depres- 
sant drugs. When my report received supervisory signoff March 19, 
Dr. Mary Willy concurred, and Doctors Anne Trontell and Mark 
Avigan attached cover memoranda indicating their areas of dis- 
agreement. 

On March 3, 2004, two special agents from the FDA Office of In- 
ternal Affairs interviewed me regarding the disclosure of my find- 
ings in the February 1 San Francisco Chronicle article. I later pro- 
vided the Office of Internal Affairs with a written statement about 
the matter. I indicated that I was not the source of the disclosure. 

On March 22, FDA issued a public health advisory stating in 
part, “health care providers should carefully monitor patients re- 
ceiving anti-depressants for possible worsening of depression or 
suicidality.” 

In mid-July Dr. Tarek Hammad of DNDP shared the results of 
his analysis of the clinical trial events as reclassified by a panel of 
suicide experts convened by Columbia University. The new analysis 
confirmed the previous finding: Definitive suicidal behaviors and 
ideation in short term pediatric trials were 1.8 times more frequent 
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with anti-depressant drug treatment compared to placebo, and this 
was statistically significant. 

Shortly thereafter, data from a new study of paroxetine, the 
treatment of adolescent depression study or TADS, became avail- 
able. The TADS data indicated a therapeutic effect of fluoxetine, 
but also showed an excess of suicidal events among those receiving 
fluoxetine compared to patients who received placebo, which was a 
new finding for fluoxetine. 

On September 13 and 14, FDA held an AC meeting to consider 
this issue. I was among the presenters, and I provided a compari- 
son of my analysis to the current analysis. The Advisory Com- 
mittee members voted 15 to 8 in favor of a boxed warning to the 
labeling of anti-depressant drugs. 

Thank you. 

[The prepared statement of Andrew D. Mosholder follows:] 

Prepared Statement of Andrew D. Mosholder, Medical Officer, Office of 
Drug Safety, U.S. Food and Drug Administration 

Mr. Chairman and Members of the Subcommittee: I, Andrew D. Mosholder, am 
a licensed physician and board certified in child and adolescent psychiatry. I ob- 
tained my medical degree from the University of Virginia. I also have a Master of 
Public Health degree from Johns Hopkins University. 

I am currently employed by the U.S. Food and Drug Administration and have 
been so employed since 1992. During my employment, I have been a medical officer 
with the Center for Drug Evaluation and Research (ODER) for twelve years. For 
about the past 20 months, I have worked as an epidemiologist in the Division of 
Drug Risk Evaluation, Office of Drug Safety (ODS). Prior to that, I was a medical 
officer in CDER’s Division of Neuropharmacological Drug Products (DNDP) for over 
10 years. 

In this statement, I will briefly summarize my role in FDA’s review of pediatric 
use of antidepressant drugs, with particular attention to recent concerns about the 
effects of these drugs on suicidal thoughts and behaviors in children and adoles- 
cents. 

As a medical officer in DNDP, I reviewed a number of submissions of pediatric 
data for antidepressant drugs, including pediatric data submitted for Paxil 
(paroxetine), manufactured by GlaxoSmithKline. In my review of the Paxil pediatric 
supplement, I noted that a number of clinical trial adverse events designated as 
“emotional lability” involved suicidal behavior or ideation. Accordingly, DNDP re- 
quested clarification regarding such behavioral adverse events from 
GlaxoSmithKline. In May of 2003, after I had transferred to ODS, DNDP received 
new data analyses from the manufacturer, indicating an increase in suicidal 
thoughts and behaviors with paroxetine compared to placebo in pediatric clinical 
trials. A consultation request from DNDP to ODS signed June 6, 2003 by Dr. Rus- 
sell Katz stated: “Since the original review of the Peixil supplement, as well as the 
reviews of most other pediatric supplements for SSRIs, was done by Andrew 
Mosholder, M.D, . . . we ask that this consult be assigned to him. We seek his advice 
on further analysis and interpretation of the Paxil results, as well as more general 
advice on what might be done to re-evaluate the risk of suicidality in the pediatric 
databases for other SSRIs . . .” 

My managers in ODS agreed to Dr. Katz’s request and assigned me to this con- 
sultation on June 9, 2003. To determine whether the apparent increase in suicidal 
events applies to pediatric use of other antidepressant drugs as well, I started to 
review FDA’s pediatric data for other antidepressant drugs. DNDP ultimately de- 
cided that the best way to proceed would be to ask the sponsors of other 
antidepressant drugs to reproduce GlaxoSmithKline’s analysis of suicidal events for 
Peixil, with each sponsor applying the same method to their own pediatric trial data- 
bases. In July of 2003, DNDP sent requests for such analyses to other 
antidepressant drug sponsors. 

By September of 2003, I had completed an analysis of the paroxetine data and 
a preliminary analysis of pediatric data on seven other antidepressant drugs. At the 
request of management, I presented these analyses at a ODER Regulatory Briefing 
for upper level management on September 16, 2003. During the briefing, I pre- 
sented the paroxetine pediatric data, along with preliminary findings for other 
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antidepressant drugs. As noted in the briefing minutes, there was discussion about 
the clinical significance of some of the events in the analysis: “We need to get a bet- 
ter sense of what the events from these studies really are, i.e., are they legitimate, 
suicide-associated thoughts/actions or self-mutilation acts that are becoming increas- 
ingly common in the adolescent population today and are not generally associated 
with a sincere intent to die.” 

The Federal Register on October 31, 2003 contained this announcement to the 
public regarding an Advisory Committee meeting scheduled for February 2, 2004: 
“The Psychopharmacologic Drugs Advisory Committee and the Pediatric Sub- 
committee of the Anti-Infective Drugs Advisory Committee will discuss reports of 
the occurrence of suicidality (both suicidal ideation and suicide attempts) in clinical 
trials for various antidepressant drugs in pediatric patients with major depressive 
disorder (MDD). The committee will consider optimal approaches to the analysis of 
data from these trials, and the results of analyses conducted to date, with regard 
to the question of what regulatory action may be needed pertinent to the clinical 
use of these products in pediatric patients. The committee will also consider further 
research needs to address questions on this topic.” 

As DNDP received responses from the other manufacturers to the July informa- 
tion requests, those responses were forwarded to me for review. I then worked on 
my analysis of these responses over the next couple of months and completed the 
first written draft of my results in December of 2003. 

DNDP apparently was reaching a conclusion that the responses from the sponsors 
to the July requests were not going to be adequate for a definitive analysis. In Octo- 
ber of 2003, DNDP sent requests to the manufacturers asking for patient level data 
sets, to permit a more sophisticated statistical analysis than what I could accom- 
plish using only the responses to the July requests. DNDP also decided that all of 
the possible suicidal events in these trials should be reclassified by outside experts 
in suicidology. 

On December 10, 2003, the U.K.’s Medicines and Healthcare products Regulatory 
Agency issued their statement, “Use of Selective Serotonin Reuptake Inhibitors 
(SSRIs) in children and adolescents with major depressive disorder (MDD) — only 
fluoxetine (Prozac) shown to have a favourable balance of risks and benefits for the 
treatment of MDD in the under 18s.” 

On December 18, 2003, we held one of our planning meetings for the February 
2 Advisory Committee (AC) meeting. A draft agenda distributed for the December 
18 planning meeting included a 45-minute presentation by me entitled, “Limited 
Overview of Paxil Controlled Trials and Controlled Trials of Other Antidepressants.” 
At that meeting, I shared a proposed outline of my presentation, which included my 
finding that suicidal events designated as “serious” in pediatric clinical trials for 
major depressive disorder were 1.9 times more frequent with antidepressant drug 
treatment than with placebo, and that this was statistically significant. I recall 
some discussion of the pros and cons of my analysis. 

On January 6, 2004, Dr. Katz sent me an email asking to speak with me by phone 
regarding my presentation at the February 2 AC meeting. In our subsequent tele- 
phone conversation on that date, he told me that someone else would present the 
clinical trial data at the February 2 AC meeting since I had reached a different view 
of the clinical trial data from that of DNDP. On January 7, 2004, I sent an email 
to the team members planning the February 2 meeting, confirming that I would not 
be giving the presentation as originally planned and attaching a draft of my slides 
for their use and interest. 

On January 12, 2004, the Agency issued a Federal Register notice with a revised 
agenda for the February 2 meeting. The notice stated, “The committee will not be 
considering options for definitive regulatory action at this meeting because defini- 
tive analyses of the data have not been completed. This topic will be covered in a 
second meeting to be scheduled by summer 2004.” 

News of my analysis, and the fact that the findings would not be presented at 
the February 2 AC meeting, reached Mr. Rob Waters, a reporter for the San Fran- 
cisco Chronicle. I was not the source of this information, however, and in the course 
of a number of contacts from Mr. Waters I did not disclose to him any confidential 
information. Nonetheless, his story about this matter ran on February 1, 2004 in 
the San Francisco Chronicle, one day prior to the AC meeting. 

At the February 2, 2004 AC meeting, I delivered a presentation entitled, “Office 
of Drug Safety Data Resources for the Study of Suicidal Events Associated with Pe- 
diatric Use of Antidepressants.” This presentation emphasized postmarketing sur- 
veillance (MedWatch) data regarding suicidal events with pediatric use of 
antidepressants, but it did not include findings from my analysis of the pediatric 
clinical trial data. Dr. Anne Trontell, the Deputy Director of ODS, instructed me to 
prepare brief remarks regarding my analysis of the pediatric clinical trial data, to 
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be used if any members of the Advisory Committee inquired about it. No AC mem- 
bers asked any questions about this, however, and so I did not deliver the brief re- 
marks that I had prepared. 

Subsequent to the February 2 AC meeting, I completed my written consultation 
memorandum regarding suicidality in pediatric clinical trials of antidepressants, 
dated February 18, 2004. In it, I recommended discouraging off-label pediatric use 
of antidepressant drugs, chiefly because the one drug that appeared to have the 
least risk of suicidal adverse events from the data available at that time was also 
the only drug to have won approval for pediatric depression, i.e., fluoxetine. I had 
extensive discussions with my management in CDS regarding my findings and their 
interpretation, and when my report received final supervisory sign-off on March 19, 
Dr. Mary Willy concurred, while Drs. Anne Trontell and Mark Avigan wrote sepa- 
rate cover memoranda indicating their areas of disagreement. That essentially 
ended my involvement with this project until mid-July when the results of the Co- 
lumbia University reclassification analysis became available. 

On March 3, 2004, two Special Agents from the FDA Office of Internal Affairs 
interviewed me regarding the disclosure of my findings in the February 1 San Fran- 
cisco Chronicle article. I was also asked to produce a written statement regarding 
this matter for the Office of Internal Affairs, and in that statement I indicated that 
I was not the source of the disclosure. 

On March 22, 2004, FDA issued a public health advisory which included the fol- 
lowing statement: “Health care providers should carefully monitor patients receiving 
antidepressants for possible worsening of depression or suicidality, especially at the 
beginning of therapy or when the dose either increases or decreases. Although FDA 
has not concluded that these drugs cause worsening depression or suicidality, health 
care providers should be aware that worsening of symptoms could be due to the un- 
derlying disease or might be a result of drug therapy.” 

During the spring and summer of this year, I had several meetings with inves- 
tigative staff of this Committee and of the Senate Finance Committee, as part of 
each committee’s examination of this issue. FDA’s written response to this Com- 
mittee, dated April 14, 2004, summarized the rationale for withholding the results 
of my analysis at the February 2 AC meeting as follows: “. . . given the Agency’s con- 
cerns regarding the limitations of the data and the plans to pursue case reclassifica- 
tion and more in-depth analyses, CDER decided that having Dr. Mosholder present 
his conclusion to the Advisory Committee, with the appearance that it was an Agen- 
cy determination, would be potentially harmful to the public health as it might lead 
patients who were actually benefiting from the use of these drugs to inappropriately 
discontinue therapy.” 

My next involvement with the analysis of the clinical trial data came in mid-July, 
when Dr. Tarek Hammad was completing the DNDP analyses of suicidal adverse 
events as reclassified by a panel of suicide experts convened by Columbia Univer- 
sity. The reclassification of potential suicidal events by the panel of experts had ap- 
parently confirmed the finding; definitive suicidal behaviors and ideation in short- 
term pediatric trials were 1.8 times more frequent with antidepressant drug treat- 
ment compared to placebo, and this was statistically significant. I was asked by my 
management to work with Dr. Hammad to prepare a comparison of his analysis to 
my previous analysis. We both participated in an August 9 briefing for CDER man- 
agement on this issue, during which I presented such a comparison. 

Subsequently I prepared a memorandum summarizing this comparison, along 
with some additional supplemental topics, and this memorandum received super- 
visory sign-off August 16. 

Shortly after this. Dr. Hammad obtained data from a new study of fluoxetine 
(Prozac), called the Treatment of Adolescent Depression Study (TADS). The TADS 
data indicated a therapeutic effect of fluoxetine, as seen in the previous fluoxetine 
pediatric depression trials, but TADS also showed an excess of suicidal events 
among those receiving fluoxetine compared to patients who received placebo. The 
latter was a new finding, since there did not appear to be such an excess in previous 
fluoxetine trials. 

On September 13 and 14, FDA held an AC meeting to consider this issue. The 
consult document signed March 19 and the follow-up memorandum dated August 
16 were both included in the briefing materials for the AC meeting, and in fact FDA 
posted these documents on its web site several weeks in advance of the meeting. 
At the first day of the AC meeting, I was among the presenters and provided a com- 
parison of my previous analysis to the current analysis, this time including the new 
findings from the TADS data, which were not included in the August 16 memo- 
randum. The following day, the AC members voted 15-8 in favor of a boxed warning 
for the labeling of antidepressant drugs, to note the observed increase in suicidal 
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behavior and ideation among pediatric patients treated with antidepressant drugs 
in clinical trials. 

Chairman Barton. Thank you, Dr. Mosholder. 

The Chair would recognize himself for the first series of ques- 
tions, and we will set the clock at 10 minutes. 

Before I ask questions, I want to commend you for your work on 
behalf of the American people. I want to thank you for your perse- 
verance. I want to applaud you for insisting on honesty and integ- 
rity in the review process. My guess is it has not been easy. So on 
behalf of at least this subcommittee and the full committee, and I 
would think I can say on behalf of the American people, just let me 
say thank you. We appreciate you being here today. 

Mr. Mosholder. Thank you very much. 

Chairman Barton. My first question to you is: Do you feel that 
you have been pressured in any way at the FDA to suppress or 
change your conclusions regarding your consult or consults — I 
think there were two of them — with regard to the efficacy of anti- 
depressant drugs being prescribed off-label for children in this 
country? 

Mr. Mosholder. With regard to efficacy, not per se, but as far 
as the suicidality issue, at the time of finalizing the March consult 
document I had considerable discussion with my managers in the 
Office of Drug Safety about my interpretation of the data and the 
recommendation, and at one point alternative conclusions were of- 
fered to me which I declined to incorporate into my written docu- 
ment. Accordingly, we had the document finalized with cover 
memoranda which in our system indicated disagreement between 
the manager signing the document and the original author of the 
document. 

Chairman Barton. Okay. What are your thoughts on why you 
were refused to participate in the February 2004 Advisory meeting? 

Mr. Mosholder. Well, I would describe that as lack of con- 
fidence in the data and the meaning of the data on the part of 
those who made the decision to remove my presentation from the 
agenda. My understanding is that that lack of confidence centered 
around concern about whether the cases that I had counted in my 
analysis were really bona fide suicidal events or were perhaps 
events that were more clinically trivial or not meaningful. 

Chairman Barton. My understanding is that you are a medical 
doctor, an M.D. Is that correct? 

Mr. Mosholder. Yes, that is correct. 

Chairman Barton. And it is pediatric psychiatry. Is that correct? 

Mr. Mosholder. Child and adolescent psychiatry. Yes. 

Chairman Barton. Okay. So you feel that you are qualified — be- 
cause of your medical training and your background, you are pro- 
fessionally qualified in the medical field to make some of the judg- 
ments and decisions that you had to make in the analysis of this 
data. Nobody has questioned your credentials. Is that correct? 

Mr. Mosholder. Not as far as my clinical background, no. 

Chairman Barton. So there was no — It is not one of the reasons 
you were not allowed to participate in the February Advisory, be- 
cause somebody questioned your credentials or anything like that? 

Mr. Mosholder. Not to my knowledge. 
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Chairman Barton. Okay. Do you agree with the British decision 
to prohibit the use of these anti-depressant drugs in children? 

Mr. Mosholder. Well, my comment there is — well, of course, in 
the sequence of events, that came shortly before I was completing 
my own report, and I am sure it had some influence on my think- 
ing. 

A close reading of the British contraindication actually would 
suggest that, under certain circumstances, physicians might choose 
to use the drugs for children. So that the term contraindication 
means something a bit different on either side of the Atlantic per- 
haps. 

In the U.S. a contraindication basically means never, that the 
risk is never justified. So that I did support the British action with 
the understanding that their term contraindication is not an abso- 
lute and recognizing the fact that there might be selected cir- 
cumstances where a clinician and patient might choose to use the 
drug. 

Chairman Barton. This is a personal question. You don’t have 
to answer it if you don’t want to. Do you have children? 

Mr. Mosholder. I have one step-son who is married, grown and 
married. 

Chairman Barton. If you did have young children, would you 
prescribe these anti-depressant drugs for them if they exhibited 
some of the symptoms of depression and suicidality? 

Mr. Mosholder. Well, my own opinion would be that, based on 
the evidence we have, the so called evidence based approach to 
clinical practice would be that fluoxetine appears to have the best 
data for depression as far as its efficacy. 

We now have data that indicate, even with fluoxetine, there 
could be an increase in the suicidal events. So that that would have 
to be weighed, the risk and the benefit. So I would think that 
fluoxetine would sort of emerge as the default choice among the 
drugs for depression. But even there, it would have to be with care- 
ful attention to the potential risks. 

Chairman Barton. So I take that, if you personally had a child, 
what I heard you say is the best of a bad choice is this fluoxetine, 
but you really didn’t say whether you would recommend that it be 
prescribed or not. 

Mr. Mosholder. Well, in certain circumstances — I think my 
view of the data that we have now is that we should think more 
carefully about the place of medication in the broader treatment of 
juvenile depression. And just again on a personal note, I trained 
long enough ago in psychiatry where we did not have Prozac or any 
of the other SSRIs, and in those days using medication was some- 
thing that was not necessarily the first choice. 

So I would say I would not never use it if it was my child or my 
patient, for that matter, but I would do it with careful attention to 
all the risks and benefits. 

Chairman Barton. Why do you think that the FDA, in spite of 
all these studies and all the evidence and all of the analysis that 
you have done, has been so reluctant to withdraw or more firmly 
encourage the medical community to stop prescribing these drugs 
off-label? Why wouldn’t our FDA, which is viewed as the gold 
standard of the world, given the studies that have been done and 
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your work — why do you think they haven’t followed the lead of the 
British? Why have they continued to, even after last week — ^you 
know, this 51 to 8 decision which has just put a black box warn- 
ing — It just seems to me that the cautious, prudent, conservative 
approach would be to strongly indicate to the medical prescribing 
community that these drugs shouldn’t be used in children. 

What has caused this reluctance at the FDA which, in my view, 
is quite contrary to their normal procedure, which is to be totally 
cautious? 

Mr. Mosholder. Well, I’m not sure I can give a complete expla- 
nation, but I think, on the other hand, there is some concern with 
abandoning the utility of these drugs perhaps to quickly — there’s 
concerns about whether the studies which failed to show efficacy, 
whether that is due to the drug not being effective or whether the 
trial was not done properly, and it is often difficult to tell. 

Another limitation is that we don’t have good data on long term 
effects of these drugs. All of the studies that I looked at and that 
Dr. Hammad looked at were just a matter of several weeks. So 
there is also the possibility there could be long term benefits but 
short term risks. We just don’t know. 

So I think those are the caveats that perhaps the other people 
in the agency are looking at. 

Chairman Barton. Well, my time has expired. The Chair recog- 
nize the distinguished gentlelady from Colorado, Ms. DeGette, for 
10 minutes. 

Ms. DeGette. Thank you, Mr. Chairman. Dr. Mosholder, you 
told the chairman that after you presented your initial findings, al- 
ternative conclusions were offered to you. I wonder if you could tell 
us what those alternative conclusions were. 

Mr. Mosholder. Well, this was, as I recall, an e-mail from Dr. 
Trontell, one of my supervisors who wrote a cover memorandum to 
the report. As I recall, the difference was whether to take the step 
of channeling patients toward fluoxetine, as I said, as sort of a de- 
fault choice or 

Ms. DeGette. That is Prozac, which has been approved for pedi- 
atric use. 

Mr. Mosholder. Yes, for both depression and obsessive compul- 
sive disorder — whether to sort of actively advise people that that 
looks like the best choice or to be more cautious and just say sort 
of to use the drugs with caution. 

Ms. DeGette. And they were recommending that you change it 
to say just use the drugs with caution? 

Mr. Mosholder. That is my recollection, yes. 

Ms. DeGette. And you said you rejected that. Right? 

Mr. Mosholder. Yes, and the reason was I thought we had some 
good reasons to sort of point toward fluoxetine as perhaps 

Ms. DeGette. To take the stronger position, saying this is the 
drug that’s been approved for pediatric use, this is what you should 
be prescribing. Right? 

Mr. Mosholder. Yes. 

Ms. DeGette. Okay. I want to ask you. Doctor, in layman’s 
terms what did you consult reveal about the link between 
suicidality and anti-depressants? 
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Mr. Mosholder. Well, to put it simply, in the short term studies 
events which involved suicidal thoughts or behaviors were almost 
twice as frequent among the children and adolescents who received 
drug compared to the placebo or sugar pill control. 

Ms. DeGette. So, basically, what your research showed: Kids are 
twice as likely to commit suicide on anti-depressants, at least in 
the short term, than on placebo? 

Mr. Mosholder. Well, I don’t think I would say suicide, because, 
of course, there were no actual suicides. So suicidal thoughts and 
behavior. 

Ms. DeGette. Okay. Thanks. Now did these conclusions apply to 
all anti-depressant drugs? 

Mr. Mosholder. That is a very good question. That is the con- 
clusion from putting all of the studies together. When you break 
that apart by individual drug, the numbers become much smaller, 
and it is harder to have the same level of confidence that you have 
when you combined all the studies, as I did to get that figure. 

So — But it is certainly true that in almost all of the drugs that 
have been looked at individually, there is at least an excess of such 
events with the drug versus the placebo. 

Ms. DeGette. It would probably be helpful to have additional re- 
search, wouldn’t it? More data? 

Mr. Mosholder. There is no question about that. Yes. 

Ms. DeGette. That is what I think, too. Were any of your conclu- 
sions or findings about increased risk of suicidality ever disproved 
by the FDA, by the Columbia data review, or by Dr. Hammad’s re- 
analysis? 

Mr. Mosholder. In general, I think Dr. Hammad’s analysis and 
mine were consistent. 

Ms. DeGette. Did anybody else disprove your findings? 

Mr. Mosholder. Not that I am aware of. 

Ms. DeGette. Okay. Now I am curious about the February 2 Ad- 
visory Committee meeting that you testified about. I am won- 
dering, if you know, why they decided not to let you present your 
findings at that meeting? 

Mr. Mosholder. Well, it was explained to me by Dr. Katz that 
I had reached a different point of view about the data from the 
Neuropharm Division, and by that I understood that I felt the data 
were of sufficient quality to perform an analysis, which I did, while 
the Neuropharm Division felt that any analysis should await the 
Columbia University reclassification project. 

Ms. DeGette. So they felt like your data was not as conclusive 
as you thought it was? Would that be a fair characterization? 

Mr. Mosholder. Yes, you could characterize it that way. 

Ms. DeGette. Okay. Let me ask you this. The chairman was 
asking you about some of your background, and you have been at 
the FDA quite sometime. Is that right? 

Mr. Mosholder. Twelve years. 

Ms. DeGette. And how long have you been in your current posi- 
tion? 

Mr. Mosholder. Just over IV 2 years. 

Ms. DeGette. And before that, what did you do at the FDA? 

Mr. Mosholder. I was a medical officer in the Neuropharm Divi- 
sion. 
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Ms. DeGette. And part of your job, as I understand, is you were 
a reviewer of adult anti-depressants in that job. Correct? 

Mr. Mosholder. Yes, that was part of my assignments. Yes. 

Ms. DeGette. In your 12 years at the FDA, I am wondering if 
you have ever been in a situation like this before where you were 
asked to do a medical consult, where you completed the consult, 
where you presented the findings to your supervisors and got ap- 
proval, and then where ultimately the FDA said, well, don’t worry 
about it, just keep your conclusions to yourself? 

Mr. Mosholder. Well, certainly, disagreements are not an un- 
common event. Personally, I had never had the experience of hav- 
ing my presentation removed from an Advisory Committee meeting 
agenda. 

Ms. DeGette. Have you ever known that to happen at the FDA? 

Mr. Mosholder. Not by direct knowledge, but I have heard re- 
ports of other types of events like that. 

Ms. DeGette. Is it your impression that it is a rare or a common 
occurrence at the FDA? 

Mr. Mosholder. Well, it is hard to give an exact frequency, I 
guess, but I would say I have heard of several such circumstances, 
just incidentally. 

Ms. DeGette. And how often is it that people are asked to do 
consults like this and make presentations as to their finding? I 
mean, you said you have heard of people being told they can’t do 
their presentations a couple of times. I am wondering how often 
that happens, how often we have these types of presentations at 
the FDA. 

Mr. Mosholder. Advisory Committee meetings, I think, are fair- 
ly frequent, probably on a monthly basis. There’s probably other 
people who can give you real figures. 

Ms. DeGette. So the Advisory Committee meetings happen fair- 
ly often. How many cases do they review at the meetings? 

Mr. Mosholder. Typically, one issue or one drug per meeting. 

Ms. DeGette. Okay. So your view would be it has been infre- 
quent that people have been told that they can’t — and again it is 
anecdotal, I know, because this only happened to you this one time. 

Mr. Mosholder. That is correct. 

Ms. DeGette. Okay. Now is it — I think that you — now you did 
present at the February 2 meeting, but you didn’t present on your 
findings from the analysis of the pediatric clinical trial data. Is 
that right? 

Mr. Mosholder. That is correct. 

Ms. DeGette. What did you testify about? 

Mr. Mosholder. I did a presentation which looked at the Office 
of Drug Safety’s resources to evaluate this issue, the chief resource 
being, of course, the post-marketing reports, as we call them, or re- 
ports obtained through the MedWatch program from patients and 
doctors about adverse experiences with drugs — that is outside of 
clinical studies — along with examining some other potential sources 
of information, the conclusion being that the best source of infor- 
mation was the actual clinical studies. 

Ms. DeGette. But you didn’t testify about your latest consult? 

Mr. Mosholder. No, that is correct. 
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Ms. DeGette. Mr. Chairman, I have more questions. I will ask 
them during the next round. Thank you. 

Mr. Walden [presiding]. I assume we will have one. Dr. 
Mosholder, thank you for being here. Thank you for your good work 
on all these issues. 

I would like you to turn to Tah 1 in that giant notebook in front 
of you there, and I would ask unanimous consent to be able to put 
the binder with all the data in our official record. Without objec- 
tion, so ordered. 

This is an e-mail, and I will read it or parts of it at least, to you 
and then your response to Dr. Katz. It is an e-mail from Rusty 
Katz to you, and then your response. Can you tell us — Well, let me 
read part of it, and then maybe you can respond to it, sir. This is 
dated June 2, 2003, and Dr. Katz says: 

“We have recently become aware of a presumed association be- 
tween Paxil and suicidality in pediatric patients. We received a call 
from the EMEA a little over a week ago. Dr. Raines told us the 
company, GSK, had submitted data that demonstrated that use of 
Paxil in kids was associated with increased suicidality compared to 
placebo and that the company proposed labeling changes. I believe 
she also said that it was in the news, and it was a big issue. Tom 
and I told her that the company had not informed us of any of this, 
and we agreed to look into it.” 

Then it goes on to talk about some things, and it says: “The 
sponsor has not proposed labeling changes and makes a feeble at- 
tempt to dismiss the finding. We are also awaiting the submission 
of what the sponsor submitted to UK. We want to move quickly to 
evaluate this signal. We are planning to look at the NDAs for other 
SSRIs to see whether or not similar events are being hidden by 
various inappropriate coating maneuvers.” 

Then they want to compare other things. Then they go on to say 
to you: “Given your history with this application and this general 
issue, we think you would be the right person to help us think 
about the best approach to the data in the other NDAs and their 
sponsors, as well as to provide ideas for further sources of potential 
relevant data and possible approaches to better evaluate this signal 
study.” 

They go on to say, you know, we want to know if you want to 
do this, basically, and want to move soon. 

Can you tell us, basically, what you were tasked to do as a result 
of this? 

Mr. Mosholder. Well, I approached my own management, and 
they agreed to assign me to this issue, and it involved, initially last 
summer, a review of the Paxil submission that was referred to, and 
then a preliminary search of submissions for the other drugs, look- 
ing for any kind of similar pattern with these events. 

Mr. Walden. So you looked at all the drugs, similar drugs being 
prescribed to kids for anti-depression? 

Mr. Mosholder. All the ones that we had the pediatric supple- 
ment NDA applications for. 

Mr. Walden. And you were specifically looking at suicidality 
among adolescents? Wasn’t that 

Mr. Mosholder. That is correct. Children and adolescents, yes. 
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Mr. Walden. When did you first report the results of your con- 
sult to your superiors? 

Mr. Mosholder. As I recall, I completed a written consult in 
early September 2003, and then there was a briefing for CDER 
management also in September. 

Mr. Walden. I believe it was September 16, our records would 
indicate, of 2003, that the regulatory briefing took place. 

Did you attend an internal regulatory briefing then in September 
2003, and at that briefing did you present the results of your first 
consult to FDA’s Neuropharm Division? 

Mr. Mosholder. Yes, I did. 

Mr. Walden. And was Robert Temple and Tom Laughren and 
Russell Katz among those who attended the briefing? 

Mr. Mosholder. As I recall, they were. 

Mr. Walden. What were your general conclusions about the pe- 
diatric suicidality data you reviewed and your September 2003 con- 
sult in Tab 3, if you need to refer to it — or excuse me. Tab 8, if 
you need to look at that? What were your general conclusions about 
suicidality? 

Mr. Mosholder. Well, I need to refer to my summary here. 

Mr. Walden. Sure. Absolutely. 

Mr. Mosholder. Well, basically this had two components. One 
was a thorough look at the Paxil data, and then a preliminary look 
at the data for the other drugs. Basically, I was saying that there 
did seem to be a risk with Paxil based on the data the company 
had submitted and that a first look at the other drugs showed that 
it was not limited necessarily to Paxil. That was the question at 
the time, and it might be what we call a class effect, which means 
that it applies to all of the drugs in a particular type of drug. 

Mr. Walden. So am I correct then in understanding that what 
you were saying in that document is that Paxil definitely showed 
potential suicidality increase in adolescents, and that the others 
may also show that in a whole class? 

Mr. Mosholder. Yes, and I recommended looking further at the 
other drugs, which was already underway at that time. 

Mr. Walden. And that was September 16, 2003? 

Mr. Mosholder. Yes. The briefing presentation basically mir- 
rored the written document. 

Mr. Walden. When this consult was first given to you and you 
had experience previously in looking at some of these pediatric 
anti-depressant trials, did you have any sense of what the conclu- 
sion would likely be? 

Mr. Mosholder. No, I did not. 

Mr. Walden. What type of data did you review from the other 
SSRIs to come to the conclusion you did come to? 

Mr. Mosholder. For this work, it involved a manual review of 
the reports from those pediatric trials. 

Mr. Walden. That would be the adverse event reports? 

Mr. Mosholder. Right, as written up in the clinical trial reports 
for those drugs. 

Mr. Walden. And at that time, were you waiting to receive more 
data from the pharmaceutical companies. So, therefore, this was a 
preliminary consult? 
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Mr. Mosholder. Yes, and I think, as I mentioned earlier, what 
GlaxoSmithKline did was they had an electronic search of their 
clinical trial data base, looking for certain key words that had been 
used to describe adverse events, and that is how they produced the 
data which yielded the signal for Paxil. 

So what DNDP had done in July was ask all the other sponsors 
to reproduce that, using the same methods that GSK had used for 
Paxil, so that we had, you know, a reasonable comparison between 
the drugs. Then that was still being awaited at the time — I think 
those data were just arriving at the time I was finishing this Sep- 
tember report. 

Mr. Walden. And were you the one who was going to review 
those data? 

Mr. Mosholder. Yes. 

Mr. Walden. Okay. And did anyone at that meeting express to 
you that your work was done and not to continue with it? 

Mr. Mosholder. No, although there was considerable discussion 
about how to pursue it and how to classify the events, but nobody 
thought it was finished, although there wasn’t — there was a lot of 
discussion about what the next steps should be. 

Mr. Walden. Incidentally, who signed off on this consult, be- 
cause I see that the last page of it only has signature blocks for 
you and Dr. Willy. Did you need to get anyone else’s approval to 
finalize the September consult? 

Mr. Mosholder. Let’s see. In my copy, if you turn to another 
couple of pages, you will see that Dr. Avigan, who is my Division 
Director, signed it electronically, which is our system for sign-off. 

Mr. Walden. All right. But not Anne Trontell? 

Mr. Mosholder. No. Dr. Trontell did not. 

Mr. Walden. Okay. So it was finalized shortly after you com- 
pleted it, and there was not a significant lag time between you 
completing it and getting it signed off? 

Mr. Mosholder. Well, let’s see. The date I have is September 4, 
and then it looks like it was signed off September 5. 

Mr. Walden. Okay. If you would turn to Tab 10 then, this is an 
e-mail from Russell Katz to you dated September 17, 2003 in which 
he stated you had done a superb job. Is this in reference to the 
presentation you made about the signal of suicidality in children 
taking anti-depressants? 

Mr. Mosholder. This was in reference to that September brief- 
ing. 

Mr. Walden. Okay. But on that issue. Right? 

Mr. Mosholder. On this issue. Correct. 

Mr. Walden. Did he or any other person in an advisory role ex- 
press any concerns with your conclusion at this time? That is, did 
anyone take the position that your analysis was wrong? 

Mr. Mosholder. Not wrong per se, but there was a lot of discus- 
sion about whether the events could be more appropriately classi- 
fied and whether — which — that is the concern that led ultimately 
to the Columbia reclassification project. 

Mr. Walden. But one more question. Then I will yield to my col- 
leagues. Were there any concerns expressed by anyone within 
Neuropharm or the agency at that time that the method in which 
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you approached the data and your analysis was incorrect or proh- 
lematic? 

Mr. Mosholder. As I recall, there was — I had some suggestions 
from the statisticians about how to improve the methodology from 
that standpoint. 

Mr. Walden. But did you ever think that — I mean, yes, how con- 
fident were you in that consult in your methodology? Was it any 
different than what Columbia ended up when they reclassified the 
data? 

Mr. Mosholder. Well, I mean, I would say I was reasonably con- 
fident. People may have different opinions about that, you know. 
The Columbia project was — their involvement was to classify the 
events into whether they were definitive suicidal behaviors or not, 
basically, and they had a more refined methodology than what I 
had used. 

Then the other part of that is that Dr. Hammad’s analysis from 
a statistical standpoint is more sophisticated than what I did. 
So 

Mr. Walden. But the outcome was the same, wasn’t it? 

Mr. Mosholder. The results were very similar. 

Mr. Walden. Thank you. I now recognize the gentleman from 
Michigan, Mr. Stupak, for questions. 

Mr. Stupak. Thank you, Mr. Chairman. Doctor, Ms. DeGette 
asked a question about not being allowed to testify at the Advisory 
Committee. Is it your understanding that Dr. Graham has not been 
allowed to testify at the Accutane Advisory Committees? 

Mr. Mosholder. I am not — I don’t have direct knowledge of the 
Accutane Advisory Committees. 

Mr. Stupak. Okay. When we talk about these anti-depressants, 
Paxil, Zoloft, Prozac, etcetera, we are talking about SSRIs, which 
is selective serotonin reuptake inhibitors. Correct? 

Mr. Mosholder. Correct. There are also — in the group of drugs 
that were looked at, there are some so called atypical anti-depres- 
sants which are not SSRIs. 

Mr. Stupak. Sure. Let me show you a document. We will give 
the doctor one and the rest of the committee members a copy of 
this document. I am going to show you three of them, but the first 
one is a September 19, 2001, FDA pharmacology/toxicology con- 
sultation. 

In there, they are reviewing three previously unreported 
Accutane studies, and a pharmacologist reported — and I am on 
page 3, the last paragraph, sort of the conclusions. It is a seven or 
nine-page document there, but on page 3 there are conclusions, and 
I am quoting now. I think it is the second to last line. “Although 
possible psychiatric correlates of excessive serotonagenic function 
cannot be ruled out, it should be noted that increased 
serotonagenic function is presumed to be the mechanism of action 
of a major class of anti-depressants, the SSRIs, i.e., selective sero- 
tonin reuptake inhibitors.” 

Since the excessive serotonic function discovered with Accutane 
use mimics the SSRIs of these anti-depressants, I as you then: Do 
you believe that this relationship between Accutane and the SSRIs 
warrant the same type of notification to patients, to the parents, 
consisting of an informed consent, a clear and concise package 
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warning, a Med Guide, and a certification of the physician and the 
registry of all patients, as is recommended for Accutane? Do you 
think we should have that same kind of notice, if we are talking 
about SSRIs which somehow, some are similar to function we find 
in Accutane? 

Mr. Mosholder. That is a good question. As I understand it, you 
are suggesting that a risk management program 

Mr. Stupak. That has been recommended for Accutane, which 
Accutane, according to this consult 3 years ago, talks about SSRIs 
and the mechanism which is similar — it is the same thing we are 
talking about right here with Paxil and Zoloft and Prozac. 

So if we are going to have that kind of a recommended warning 
for Accutane, shouldn’t we have that kind of notification or warn- 
ing to patients who are using these anti-depressants that again 
have the SSRI function in them? 

Mr. Mosholder. That is something I haven’t really thought 
about. I guess that would be going beyond the boxed warning and 
more 

Mr. Stupak. Sure, it is. 

Mr. Mosholder. The real issue being how can we be sure that 
patients 

Mr. Stupak. Have the full information before they make this de- 
cision. Right? As you said earlier talking to Mr. Chairman, the ben- 
efits and the risks have to be known before you can have had the 
whole thing — ^before a parent should make that decision. Correct? 

Take a look at the second document I showed you there. This 
document, if you look, is a PET scan of the orbital frontal cortex 
in the area of the brain that mediates depression. The PET scan 
is of a 17-year-old, and the brain starts — 17-year-old brain. It 
starts with baseline of the orbital frontal cortex, and then it shows 
this area of the brain after 4 months on Accutane. Please note the 
changes. As demonstrated in color, the brain after 4 months on 
Accutane, there’s some clear differences. 

The PET scan clearly shows changes in the brain after 4 months. 
The researcher took PET scans of Accutane patients and patients 
who received a different oral antibiotic. The researcher took a base- 
line PET scan of all the patients’ brains and then again at the 4 
month stage of their Accutane or oral antibiotic treatment. 

Some of the Accutane patients showed a pronounced difference in 
the brain’s metabolism in the area that we recognize causing de- 
pression. 

Since the FDA in their previous memo has equated Accutane 
with SSRIs, and we know from this research that, while metabolic 
changes are occurring in the brain of Accutane user, then my ques- 
tion is this. Is the FDA, by allowing anti-depressants be used in 
young people, creating another situation like we have in Accutane 
where these drugs are destroying part of the brain, destroying 
young people, but the evidence is ignored as not being scientifically 
established and, therefore, the drug manufacturer continues to 
market their products, despite the research which suggests that 
the drugs are actually destroying a person’s brain, causing depres- 
sion, and is doing more harm than good? Based on the PET scan, 
research of this metabolism that is going on in the brain may or 
may not be reversible. Can the brain regenerate itself to repair the 
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damage done by the SSRIs? What are we telling parents whose 
children have not improved after taking the anti-depressants? That 
the drug their children are taking may have actually destroyed 
part of the brain? 

You and I don’t have the answers to this, but in summation: 
Since there appears to be an established link, at least in one re- 
search project, by giving our children Accutane and these SSRIs, 
Prozac, Zoloft and Paxil, we may actually be causing more harm 
than good in the brains of young people. 

Should the FDA — and here is my question. Should the FDA pre- 
vent the use of these drugs in children until these very serious 
questions are answered? I think it is the same question — maybe we 
have a little bit of evidence here that Mr. Barton didn’t have — that 
Mr. Barton asked you about the risk versus benefits, and I think 
in response you said to him, risk is never justified in dealing with 
suicidal behavior. 

So if we have some evidence here showing changes in the brain 
in Accutane, which is equated to the previous documents SSRIs, 
should we not be very cautious on continuing to prescribe these 
SSRIs to young people under the age of 18 until we answer these 
questions? 

Mr. Mosholder. Well, I would say that the findings from — actu- 
ally from the clinical trial data — you know, without turning to even 
neuroimaging, one can look at the clinical trial data, and that 
would certainly give one pause about the usefulness of these drugs 
for children and adolescents for depression. 

It is also true that we don’t know nearly enough about the long 
term effects of these anti-depressant drugs or other drugs on chil- 
dren and adolescents who are growing and developing. 

Mr. Stupak. Well, as you said, we don’t know enough about it. 
So as I said in my opening statement, shouldn’t we really err on 
the side on caution? You know, suicide is final, and we have had 
a number of suicides related to these SSRIs and, say, with 
Accutane. I mean, if there is a question here as to the safety, and 
to date this is probably the only evidence we have showing a 
change in the brain in some of these Accutane patients which 
equate to your SSRIs — if we have brain changes, until we answer 
these questions, if it is reversible, can the brain rehabilitate itself, 
grow new cells, shouldn’t we really be very, very cautious in how 
we use these drugs, and should we not even consider not pre- 
scribing to young people under age 18? 

I asked that same question of the drug manufacturers 2 weeks 
ago, and they really wouldn’t give me an answer. They thought it 
was still okay to prescribe drugs to people under 18, even though 
the jury is still out, as they wanted to say. Shouldn’t we err on the 
side of caution here? 

Mr. Mosholder. Well, my own opinion is, as I said before, that 
we should be mindful of the fact that the best data, the best evi- 
dence for benefit is limited to the single drug, Prozac, at least in 
terms of depression. Obsessive compulsive disorder is a different 
story, but for depression. 

So that faced with the question of possible harm, on the one 
hand, and then lack of evidence of benefit, on the other, that 
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should certainly be part of the evaluation of whether or not to use 
the drugs. 

I am not prepared to say that the drugs shouldn’t be used in chil- 
dren. 

Mr. Stupak. I believe you got one more document there. My time 
has almost run out. Let’s go to that. In dealing with pediatric stud- 
ies, and again we are still in question here, dosage is usually a 
question as to the proper amount that should be given, of the 
amount, the percentage, things like that. 

For example, in Accutane we know that the dosage is way too 
high, and in one FDA source — in fact, it is there with you — it states 
that the Accutane formula dose may be 240 times more than nec- 
essary for safe treatment, and that was followed up with discus- 
sions to have Hoffman La Roche do a dosage study and, as far as 
I know, it was never done. 

So my question is: Since these anti-depressants and Accutane 
have sort of been linked here today, has there been shown to be — 
has the FDA given any thought to determine whether proper dos- 
age is given to children and adolescents with these anti-depres- 
sants, because they were developed for adults. So are we dealing 
with the proper dosage when we are dealing with young people and 
adolescents? 

Mr. Mosholder. Well, that is a very good question, and unfortu- 
nately, to the best of my recollection, the clinical trials that we 
have for the anti-depressants in children were done with what we 
call flexible dosing where it is left up to the clinician/investigator 
to determine the dose within a certain range. 

So there might have been one or two exceptions to that, but what 
is really needed is a study in which patients are assigned to a spe- 
cific dose, and then both the benefits and the side effects can be 
compared to get a judgment of what the best dose is. 

So there is clearly — apart from even figuring out if the drugs are 
effective in children, there is clearly more need for data on the 
proper dosage. 

Mr. Walden. I want to thank the gentleman. 

Mr. Stupak. Thank you. Mr. Chairman, I ask that those three 
documents referred to by Dr. Mosholder and given to the committee 
be made part of the record. 

Mr. Walden. Without objection. 

[The documents referred to follow:] 



38 


12/21/04 


TITE 12:45 FAX 202 225 4744 


KJst* SiUrAA Vi. 


Reviewer. lirwfe HFossomj'Phamacologist/HFD- 1 20^. 


page 1/9 


PHAHMACOLOGY/rOXICOLOGy CONSULTATION 


l^om: Division of Dermatologic and Dental Di^g Prodncts, EFD’SM. 

Date ofrequ^ 9/19AJ1, 

Desired date of compledon:, 10/30/01. • ' < ’ . ’ 

Requested by; Mia Hflls, A. Nostrandt, P/T. . 

NDAt8*462 : 

Type of docurnem: Articles dated 9/5/01, consisC^ of 3;5t^ n^xtitS (see listing hdqiwy. 

Name of drag: IsotietmoinOsaJ Capsules 

Drag rfaitgrfrf^^n- Rednoi^ mdScation, acat, (- v . . 

Name of firm: Hoffinan-LaRoche/Basflea. ''!■ 




Reviewer name: Linda H. Fdssom. ‘ ' . ■‘vC;,'"'- 

IDivi^n name: Neurophannacob^cal Drag Piodact > 

HHDftUO. . , I ■ ‘ 

Review cfflxipletion date: 10/31/01. . 

Reason for request: To determine ai^prec^uuc^ basis for concern 

pc^sible clinical psydiiatiic events, e.g. sutekS^ evident in die submitted sMs on ,13<<is-4e&^ic aid • 
(isotrctmoin; Accutane) and 9-cis-ietinoic acid (aliti^iaom, an isomer &at is an active xnetebofite^ 
isotrednom and direct biiub tee physiologic i^dnoic acid rec^tir). 


Studies snbn^ed: fTbese are old precliiucai gti^lies tb^ were lepcnfly submitted tyDa^eiv.a 
Rocbe-related conipany, related to a pre-IND fee a different systemic retinoid, at tee request ofHFD* 
540.] 

• General phaimacological and drug interaction studies with Ro04>3780(13<i5]:€teKac add) 
psotretinoia] administered orally; Reportno. W-561S; dated 1/13/82. 


• D:e!imMyacutetoxicityofRo04-4079/()Oi [alitxetinom,isQnierandactfvemetabolfteof 
iso&etiiusin] after oral administratiQn in rats aiul behavioral observation of rats during subchrooic 
(p.o. andi.v.) treatment witeRo 04-4079;ResearchReportB-159'8I9; 12/20/93. 


• A 26-^wek oral (gavage) administration study in tee rat wite Ro 04-4079/001 (9-cis- 

RA[aIitreiiDoin, an isomer and active metabolite of isotretxnoinD; Researdi Repeat B-157*294; 

urns. 


Specifically, I reviewed these studies fbeusa® on behavioral effects of tee 2 retinoids (see tee Appendbe 
to teis consultation for tnorc details). 
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SUMMARY: Huee wee submitted with fills request for consultsiiqQ^ bpweva, fiie data 

Iq fi:»se lepoits was very limit in' tEsm qft&e b^vkral efiects of isotR^noio (A<xui^ 
soQKwhat m<»e inf^rmatioix oh the bchavi^ of Blitredbomy aa iscmex and t^ve mets&oIitB of 

isotreiinoia. • '-V-- •• ' •■ 

Xsoti^tUKim was fes^ at a single (JO mg/^' adounisteFed daOy &ir 10 days 2 i^e zmcb. 
Behaviois noted we nottmuw^ ax^ mclodo^ uog^sed b^uchra^XMisej incica;^ ontabili^^ and 
hypeiadivi^ in some nuce ) to3 ciofo|$' iE^riirai%crdos^ (theonI^l2^iK3^diroi^^ 

10 days of ^3siDg. Severd mstan^ofipAiiUaE^caxun^ tc^ 'amno^ I mcxi5e(outof6). 
There was a tendency fcaravera^iectal bogy femMotore td. m sU^dy xoc&ased in drug-treated mice . 


(up to 1 .5 ^^fxs C higher controkfi 




activity was mvestigated in 0^ samq dm^ -sc^tule 3Q 1$ W 2 & 

the last dose 1 hrbeJorep^]pi^hoOgOfco]wuIsu^tidfhei&^ <^ier^zb^bo^orivit|JecdQnof^ 
i^tretinoia was not anUcQovtil^^ of l^^^nodels, howe^» ooi^ a six^ dt;^ was te^ed K 

should be further noted that tb^ of d^ was prot^ly mt to determine whe&ef 

isott^oin could potentiate seizure^: 

AHtretmoin was tested aadely at !d^ do^ and subchrctmcally atlcnw ^ses m Aetsts ora! 

. (gavage) administiadon of h^ldc^ 375 tp 3000 mglcg) of ^ e tia pin did^ the 

a|^E>earance/behavior of ra& ^ ^ days dos^ However, fipm day 3 i&ob^ ds^ 1 0 (djo last time 
monitored) after dosing, notable behaviors, indudiug fcrqaw trearfing high stqsphsg @ut,biDdQssb 
abducDoo, and salivatian, eroer^d and disappeared in a dose-relatEd manner. One lat died 7 days a:^ 
adnunistrafioQ of tiie highest do^ however,: ^ cause of death was hot dear, hi a repeated dose stndy 
of 6 mgdeg/d po to 2 stiains'of rats, notable bdhaviois also developed, fndndft^ increased locomotion, 
rearing and sniSog recpiocsl treading, chewing, and salivation. Fo^pow treading was 

evident in the home cage by day 7 doeang, vdule ib& other behaviors were noted at day 23 

(apparently the &st time they wde imesutored). Ihe treading behavior, evident immediate^ after dosing, 
was completely blocked by 30 inia pretreatment wifli methioth^^ a xsio-selective serotonin recqbor 
antagonist, before die 52*^ day of doung. This treading or paddling behavior also developed when 
alitrelinoln was administered by die intravaious route (at a dose cf 0.4 mg/kg^d, which the sponsor 
claims is equivalent to dte 6 mg/kg/d po dose]h the treading not noted after die first dose, bid 
apparent in some rats ader 17 daily doses. In another repeated*dose study of raal (gavage) alitrefio^ 
at doses fiom 0.67 to 6 mg/kgAi, these same behavkas, including paddling, high steppmg ga^ and 
salivation, ag;^ developed widi incidences and latencies diat woe dose-related la this stuify, vehicle 
was substituted for drug on one day of week 7 in the high-dose groi^ and paddling bdiavior was seen 
immediately after dosiag, suggesting a condifiOQbg e^ct on this behavior. 


CONCLUSION’S; The behavioral effects of da retinoids, isotretinoin (m mice) and alitretinoin (m 
rats), in studies submitted fear review here were limited to clinical signs observed aiuring fiie course of 
a few phannacology and/or toxicology studies in mice and rats. 

Given fiiis understanding of the limitations of fiiese studies, there were some bdbaviors exhibited by bofla 
rats and mice that arc consistent with sero to nergic receptor stimulatian. Following die clinical availability 
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of MAO inhibftDn and tricyclic anddqaessan^ in die 1950’s, a bdiaviosafreacrion' characterize by 
hyperacri^ri^ was de$aibed bc^ lunges and animals grven combina&ins of &ese dj^nts, sudi as 
im]p:amine wift an hd AOI cnni^teUatian of ti^y^ra c^ed the ^'serotonin syn^me^ has been 
characterized in xod^ls iffid^^cooditions of s^nulaiicQ of serotonip rec^tors, e.g., by 

administratioa'of 5-Hip (^ precursor of seFa|toa&) m cb^iilariffli wiA aa MAO iuhilHtDr (e-g;, 
parg>ime) aiKl but is oot ^ited U), iocreasod loc^otcr aedvi^j treading, trersots, 

liypeiexcifabni^ sahvatioi^ laferal head yveavm^ hsdbnib abduetTon* arched (Straub) taS, pyrexk, aid 
seizures:. Several of diese behaviors wae exhibited by animals ID die studies i^ey/edherev ' ' 

especially m ^ rat ^ted wiffi ^ncblnfmjdevddped incieased stability, l^peracHy^ 

and reduced abdominal fone: Rats traat^ Wi^ahtraonoin'^^^ jv) develc^ied seyerd ofiOie mo^ 
unusual beha'nors^ mchiding fbiepaw gait hmdimih abdudiori, and 

sa^vaticiL- -i' •■:'•'•’■.• Vv V 

These behaviors^ cspedsl^- seen in tdl^ admiaistiation, are characteristic of 

exc^ve scTOtoac^c stunuiitm m. fiet bdiavior was shown fii be blod^ a 

(no&sdectfvu} seib{a^ rfi^toraxitagoa^mast^'i 9 S^^ An unusual fbahira of tl^, 

beiraviora is this case ls ^ long latenqi^ ai 4$ a hi^ acute cxal dose and after several 

days of oral or mfra^ous administrariem bflo^^ long to devekpinent of these • 

beha'riors iSLOons^^ vyith eit^ an adiptiv^ change or'accuDiuIatioii of &ug aod/or a xnetabolhe. 8 
^ ^,i^9w fei^ral tdadons^ betw^ systemic exposures to alhretmoin and/or 

nietabri&iK Hit 'e xp fgg rir w* of &ese behaviors to clarif y the uoifalying mpchanism Addhtooally, 8 

seems (h4 bqpressba of some (eg., &repaw treading) if not all of these behaviors may be 
enhanced hy ooodifion^g in die 'repeated dosing stuiSes; probably condidomng related to the oral dfwnng 
procedure, but also possibly cooditjoning to other aspects of the adnunistration and testing procedure. 


In conchisicto, tixe only remarkable behavioral respemses reported in the studies reviewed here 
apparently Indicate an excessive serotonergic re^ionse that seems to develop in Fe^>onse to aHtrelhxua 
administration (to rats) and possibly ib response to isotretiooin admimstrarion (to mice). However, the 
inteipretatioo ofdiis response in rodents for humans taking isotretmoin is difficult Because of die long 
latea^ to the response in rodents seen here, it is not clear that this re^Muse is analogous to the 
*'sen3t(»un syndrome ” a potentially fetal soirolt^ical syndnane. Additioiially, aMxon^ possible 
psychiatric coueUtes of excessive serotonergic function cannot be ruled out, it should be noted th^ 
inaeased serDtoneigic functioo is presumed to be die mechanism of acdon of a major cla«;s of 
antidepressants, die SSRls (i.e., selective serotonin mistake inhibitors). Generalization feom 
(apparently) excessive serotonergic funedon in rodents to any psychiatric problfflis in humans seems 
unwarranted at ^ time. 


Lfnrfe H. Fossom, Ph.D., Pharmacologist, HFD-120 . 

Bany Roslo^ Ph..D., Supervisor 

cc:[inDFS] 

HFD'540: -TfSESsMJKozrna-ForiisroTCO'Ckmnell/ANQStTandt 
HFD-120; /AMosholcfei/rLaughren 
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Appendb.: Brief reviews of relevant behavioral effects from 3 submitted studies; 

■ , Geaeral f^iainiatologit^ and dkig mJeraclifiQ studas widr Rp t)4-3|30 (13-cis retmoic acicQ 
{Aocutace} administered bi^y; no. W-56il5;'^^lhi/B£ 

I ' 

■ IteJimkajy a^JDxiafyof afee^-sffiiinifM^&ifatsaniibehavioral 

obscETvation of latt dunhg subdutsic ^.o. and Lv*) biatn^i 04-4079; Research Report' 
B-159’SX9;: 32/20/93. ^ ‘ 

• A 2'^wdfcpzi(g?[\*a|eya<^rnaistrrti(mshk^ m^ rat with 0^*079/001 (9-<^ 

Research Rci>orfB-J57‘i94;l 1^/95. ' ’ 
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Csi'dlovascnZar, respiratotyr and autonomic sysrte^: 

in female oaicK aame .lO^y, 6 fff 30 mgicg/d, teatments as abcFve, 
cliallcnge widi ouabain (300 ug^nin iv,'tail vem): meari sanoval times woe 95 sec fer vdiicle o^ntrols 
and 99 sec for Ro group, , . \ , 

Vi LiI (BP, aud RR) in >tnanffgtK<»Kyfid cats: 0 oi; 80 mgfkgfd po for 10 days, 2/se^dose, then 
crossover after 10 tr6atm£nt*fiee days^Vital signs 1 br after eacli day of dosng, plus next 2 

ti-eatmesit’free notable c0r^l5< :: . . • ’ 

vital g^eyw - (basal aD^pluumacctogically s^ulated EKG^ BP, IIR^ pd 

contrution of nicbtaiing njembiane] Rt {cUonlose^ietidtiei^} 

mbaHuodezial; i/sesc small focreases m mtedal B? noted hy Sppnsc^ Spons^ a!» 

notes tbaL based upon lob^actian^wiftiF^tSO, was a w%ak mhibitor of 

tacbvcardiaL and maeased bt^cSidta;^^ was assOcut^ with a posible inofeased bypotensn^ 
ics|ionse m ffi^andS-Fn'j owi^iwdioirt 

GT: motfnty fo; moui^ no eifbet lepoited, not review^ 

Renal: diomis in rat no efTec^iqa&cted, not rovie^^ed^ 

Immune; mouse: sheep red cell ahdbody test rqiattKi native, imt reviewed; methylated BSA test 
redu^ du dehyed hypersexis^ivify reaOtioD, i.e^ appa^ icanunosup^iression, in contrast to cited 
Uteiature ;q>Orb of retinaid induced imnnmostimulatinn in vivo and in vitro; di g ej en ce attributed to 
jxjssible dose-egec^ immuno stunuladon at low dose^ si y pre s sion at higher doses. 


Drug interadaon studies: 

CNS: mouse : vs diazepam-attenuated leptazol-iodaced seizures; vs phenobaibitone- or phenytoin- 
attenuated electroshock-induced seizures; vs etoanol-initoced sedation (loss of righting reflex); vs 
aspinn- or dextrppropoxypbene-indiiced analgesia (»:£tylchoIIne iodide-bduced writhing); no apparent 
interactions, but e)q)erimeDtal designs were Hmited. 

bmnupe an d rnflammatnTv rat vs dexametoasooe (developing adjuvant aitluitis test); Ro bad im 
intrinsic antMnftaimnatoiy activity and did alter dexamethasone’s activity; Ro reduced the 
secondary, response (esp, oon-injected paw swelling, lesion score, and joint mobility) similar to 
dexametbasone, but with lower potenty and no interaction. 
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Figure 2. Gbemicul structure of alitrctinnta (9-«is retinoic acid; Ro 04-4079/001; act^e 
metatolite of isotretlnalD), ; 



Freluninary acute toxlcify of Ro 04-4079/001(isomer and active metaboOte of AcCDtane] after 
ora] adimnistration in rats and behavioral observatioD of rats during snbchronlc (p.aL and Lr.) 
treatment with Ro 04-4079; Research Report B-iS9’819; 12/20/93. 

Acute toiidty: 375, 750, 1500, and 3000 mg/kg po (in lapeseed oil, 10 mldcg) to female rats 
(IbmJtORO, -100 g), 2/dose, observed in pairs daily, noimal appearance for days 1 and 2, fiom days 
3 dirough 10 after dosing, bebaviors consistent with “serotonin syndrome” emerged that were 
dose-dependent (the higher the dose, the more bebaviors that were exhibited, bg., only 
finrepaw treading and high stuping gait at U), expanding to include abduced hind legs and 
salivation at higher doses. Tbme signs persisted in a dose-related manner also, with si^ subsiding 
by day 5 at U), but reciprocal firiepaw treading continning through day 10 (bat normal at days 11 and 
12) at HD. Other behaviors, not clearly related to SS, were also noted with similar dose-relatedness, 
including chewing, loss of righting teflmc, vocalization, ataxia, decrease in mnscle toire, loss of body 
wdjdit No mention was made of other classic SS signs, such as hyperexcitability, lateral head weaving, 
Straub tail, myrjdonous or seizures. One out of 2 (1/2) HD rats died on day 7. 

NBIi’s uncUar why these behaviors took so tong to develop after acute dosing. This long 
latency suggests that some adaptive change(s) in response to drug administraiion or some 
metabolite with delayed synihesis/accumuleiion is responsible for the serotonin syndrome-like 
behaviors, rather than a more direct activation of serotonin receptors. 
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Abstract View 

FUNCTIONAL BRAIN IMAGING ALTERATIONS IN ACNE PATIENTS 
TREATED WITH ISOTRETINOIN 

N^Ashraf^; J.V otaw' ; M.Brumm er^; V.Vacca rino^; 
M.Goodm an' : L.Reecf ; C.B.Nemero? 

1. Emory Ctr for Positron Emission Tomography, 2. Psychiatry, 3. Radiology, 

Emory Univ Hasp, Atlanta, GA, USA 

Although there have been case reports suggesting a relationship between treatment 
with the acne medication isotretinoin (Accutane) and the development of depression 
and suicide, this topic remains controversial. In order for isotretinoin to cause 
depression it must have an effect on the brain; however no studies to date have 
examined the effects of isotretinoin on brain function in acne patients. The purpose of 
this study was to assess the effects of isotretinoin on brain function in acne patients. 
Brain function was measured with [F-18]-2-fluoro-2-deoxyglucose (FDG) positron 
emission tomography (PET) before and after four months of treatment with 
isotretinoin (N=13) and antibiotic (N=15). Isotretinoin (but not antibiotic) treatment 
was associated with decreased brain metabolism in the orbitoffontal cortex (-21% 
change versus a +2% change for antibiotic) (p<0.05), a brain area known to mediate 
symptoms of depression. There were no differences in severity of depressive 
symptoms between the isotretinoin and antibiotic treatment groups before or after 
treatment. This study suggests that isotretinoin treatment is associated with changes 
in brain function. 


Citation:J.D. Bremner, N. Fani, N. Ashraf, J. Votaw, M. Brummer, V. Vaccarino, M. 
Goodman, L. Reed, C.B. Nemeroff. FUNCTIONAL BRAIN IMAGING 
ALTERATIONS IN ACNE PATIENTS TREATED WITH ISOTRETINOIN 
Program No. 114.2. 2004 Abstract Viewer/Itinerary Planner. Washington, DC: 
Society for Neuroscience, 2004. Online. 
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writing from the SIN office prior to publication 
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Vol2IND964g 

Investigational Drag Brochure 
RO 4-3780 
13-cis- Retinoic Acid 
A. Click, MD 

p. 14 Contraindications 

"At this early state of clinical evaluation, it is also contraindicated in children" 
p. 15 Precautions and Warnings 

With oral retinoic acid, headaches, nausea, vomiting, vertigo and some of the skill and 
mucous membrane lesions seen with hypervitaminosis A have been reported. Because of 
the chemical and pharmacological similarities between RO 4-3780. retinoic acid.and 
retinol, one should be on the look out for the above adverse reactions in patients taking 
RO 4-3780. 

March 17, 1976 

HLR submits an Addendum to schedule 6 [Vol 1 has the schedules] 

Preclinical Study Report 

The Distribution of 1 3-cis Retionoic Acid Studied By 
Whole-Body Autoradiography in the Rat 

Results 

Nervous System 

Only transient but considerable uptake of radioactivity was seen in the cerebellum 
and in the brain stem. The concentrations in these organs and in the spinal medulla 
decreased to zero between 5 and 24 hours after application, (page 3] 

Discussion 

The aim of the investigation was to demonstrate the distribution and retention of 
labeled 1 3-cis retinoic acid in the rat. During the first hour after the intravenous injection 
of the labeled compound a wide-spread distribution over the whole body was observed. 
After 5 hours most of the radioactivity was eliminated from the blood and then 
temporarily accumulated in some tissues. The 13-cis retinoic acid - like all-trans retinoic 
acid - was found to be absorbed for a short time by the brain at a considerably higher 
degree than is vitamin A. As far as whole-body autoradiographs can be quantifatively 
evaluated, it can be said that no differences seen to exist between absorption of 13-cis 
retinoic acid and all-trans retinoic acid by the rat brain. 
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VOI3IND9648 

Supplemental Pharmacology Review of IND 9648 and 13,669 
Completed 5/3/78 

Evaluation and Comment 

5) If RO 3780 is effective as a dennatologica] agent local application of the drug 
should be test to overcome some of the potential systemic adverse effects. As 
Hypervitaminosis A is damaging fa normal bone structure and development use in 
growing children by systemic route is questioned and could possibly be overcome by 
local ^plication. 


May 30. 1978 

RO 4-3780 - One Year Dog Study 

“The nature of the toxic signs which are observed are considered to be similar to 
symptoms of hypervitaminosis A which have been observed in man.” 

Mays, 1978 
Medical Officer Review 

Clinical Evaluation 

J. Peclt, MD at NIH has 8 1 patients entered in his study and reports that results are under 
analysis. He notes that 9 patients have been removed ftom the protocol because of 
adverse reaedons such as Xerosis, cheilitis, pruritus, blurred vision and dizziness. The 
dose range is 10-600 mg/day or 0.4-7.4 mg/kg. 

HLR 

Investigational Drug Brochure 
RO 4-3780 
13-cis Retinoic Acid 
February 1978 

p.lS Pharmacokinetics 

Discusses Whole-body Autoradiography But leave out the lines on 13-cls hitting 

the brain! 

p. 38 Recommendations for Clinical Use 
B. Contraindications 

At this stage of clinical evaluation, its use in children should be restricted to severe 
conditions in which the possible benefits to be gained are expected to outweigh the risks 
involved. 
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Mr. Stupak. Thank you. 

Chairman Barton. Thank you. 

Mr. Walden. Dr. Mosholder, given the new TAD study on 
fluoxetine, do you believe that that raises any issues parents and 
physicians should be concerned about relative to suicidality? 

Mr. Mosholder. My opinion is that it does raise some concerns 
about that, and as I was saying earlier, when I did my initial — 
well, actually, the March consult document didn’t have the TADS 
study, and it looked at sort of conveniently the one drug that had 
the best efficacy for depression, also didn’t seem to have this risk 
of increasing suicidal events, which made a certain amount of 
sense. But I think now it is a little different picture that, although 
the TAD study again showed that Prozac is effective in amelio- 
rating the symptoms of depression, it suggests there is a certain 
number of patients who have an increased risk of suicidal behav- 
iors or thoughts at the same time. 

So there is both a risk and a benefit, in other words. 

Mr. Walden. Do you recall what the suicidality rate was in the 
TAD study and how that compares to the other studies? 

Mr. Mosholder. As I recall from Dr. Hammad’s analysis, the 
relative risk, as we call, which is — or risk ratio is between 4 and 
5. I can look that up. 

Mr. Walden. And what does that mean to a layperson like me? 

Mr. Mosholder. Well, one way that we measure these risks is 
to do what we call a risk ratio, and that is — I guess the simplest 
way to explain would be with a brief example. A study with 100 
patients on drug, 100 on placebo, if one had 10 suicidal events on 
drug and 5 on placebo, the ratio would be 10 out of 100 to 5 out 
of 100, or 2. 

So we would say that that relative risk is 2, and that is — and as 
I recall, in the TAD study it’s actually higher than that. 

Mr. Walden. And is that a — is 4, if that was the number, is that 
one that should raise a flag? I mean, you do this work all the time. 

Mr. Mosholder. Well, I think it raises a flag, and it has to be 
judged against the benefit, so that there is a study in which in the 
same study, you can look at the benefits and the risks simulta- 
neously. 

Mr. Walden. All right. The question is: Does it suggest a point 
of underreporting in the other studies? 

Mr. Mosholder. No, I’m not sure that is the — I’m not sure the 
answer is as simple as that. There are some differences between 
the TAD study and the other studies that might or might not ac- 
count for the different in the data. It is kind of hard to tell after 
the fact. 

Mr. Walden. Could you turn to Tab 11 in our notebook there. 
This is an e-mail dated October 2, 2003. Mary Willy who is your 
direct supervisor — correct? — in the Office of Drug Safety at that 
time, suggests to the Neuropharm Division and others that you 
should present your Paxil suicidality conclusions that were first 
presented in September to a Pediatric Advisory Subcommittee 
meeting that was meeting in October. 

Then Russell Katz writes back to her and states: “We recognize 
that some folks outside the Division have concluded there is 
enough of a signal already established to make some sort of a 
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meaningful statement about the data, but we haven’t, and we think 
that publicly presenting part of the data in its current state has 
the great potential to be misleading and uninformative.” 

Do you agree with Dr. Katz’ statement that publicly presenting 
your data and conclusions you reached at that time has the great 
potential to be misleading and uninformative? 

Mr. Mosholder. Well, my opinion was — and that of Dr. Willy at 
the time was that we thought it could be done and might have been 
useful, which is why she proposed it. But as you see, there was a 
difference of opinion about that. 

Mr. Walden. You know, it strikes me that when word came over 
from Europe that there may be a problem here, they went right to 
you quickly and said we have to act quickly. 

I guess what is troubling to us is it appears there was a fairly 
long delay between the time you did your quick review, your con- 
sult, came back and said I see some problems here, if I am charac- 
terizing that correctly, and then when it finally gets presented up 
the chain. It seems like somebody put a brake on somewhere. Did 
you ever feel that way? 

Mr. Mosholder. You know, it is really hard to be specific and 
say that — I’m not sure I have much of an answer to that, really. 

Mr. Walden. All right. Did you present at that October Pediatric 
Advisory Committee meeting? 

Mr. Mosholder. No. 

Mr. Walden. Throughout the fall of 2003, did you continue to 
work on this consult and, if so, can you briefly describe what you 
were looking at? 

Mr. Mosholder. During that fall, what I was doing was an anal- 
ysis of the responses from the other anti-depressant manufacturers. 
As you recall, in July they had been asked to reproduce GSK’s 
methods that found the problem with Paxil. So we wanted to — for 
comparability purposes, we wanted to have that reproduced by 
each of the other manufacturers. 

We received that information in the late spring/early fall of 2003, 
and that is what I was working on. 

Mr. Walden. You were reviewing all those data? 

Mr. Mosholder. Yes. 

Mr. Walden. Would those data have been ready for the October 
presentation? Were you ready? 

Mr. Mosholder. For the October presentation, it would not have 
been the — what we would have had at that point would have par- 
alleled the regulatory briefing that I had given in September to 
ODER management. 

Mr. Walden. Okay. So at the end of October, the FDA noticed 
a public Advisory Committee meeting for February 2 and 3, 2004. 
Was it your understanding that you were going to present at this 
meeting on the topic of your consult and what your findings were 
regarding suicidal behavior in these pediatric clinical trials? 

Mr. Mosholder. Yes, that was my understanding. 

Mr. Walden. That’s what you were going to go do. Did the fact 
that in October 2003 Neuropharm decided to involve Columbia 
University in reclassifying the events provided by the companies 
mean that you were to stop working on your consult? 
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Mr. Mosholder. I remember wondering that and discussing it 
with Dr. Willy, my team leader, and we decided that at that point 
I had gone far enough and had devoted a lot of time to this project 
that it made most sense just to have me finish with my analysis, 
which was the one that I completed the draft in December. 

Mr. Walden. So it was your understanding, both your consult 
and any work that Columbia did would be pursued simultaneously? 

Mr. Mosholder. Correct, although the timeline — it seemed obvi- 
ous that the Columbia — it seemed obvious pretty early that the Co- 
lumbia data would not be ready for analysis and presentation by 
February 2. 

Mr. Walden. But it was important enough that you wanted to 
get answers sooner than that? 

Mr. Mosholder. Yes, which is not to say that it had to be either 
one or the other, but both efforts were continuing full speed, you 
know, as far as I was concerned. 

Mr. Walden. Were you involved in the planning meetings for the 
February 2 Advisory Committee meeting? 

Mr. Mosholder. Yes, I was. 

Mr. Walden. When did you complete your final meta analysis of 
all the data from the SSRI pediatric clinical trials? 

Mr. Mosholder. As I recall, my draft was turned in to my man- 
agement around mid-December. 

Mr. Walden. Of 2003? 

Mr. Mosholder. Of 2003. I made some refinements to it in the 
subsequent couple of months. 

Mr. Walden. And basically — correct me if I am wrong, but didn’t 
those data, or didn’t your findings show a 1.9 or 1.89 times more 
likely serious suicide-related event on drug than placebo? 

Mr. Mosholder. Yes. 

Mr. Walden. Across the trials. Right? 

Mr. Mosholder. That’s correct, yes. 

Mr. Walden. All right. And didn’t you recommend interim meas- 
ures? 

Mr. Mosholder. Yes. I recommended — I wasn’t very specific, I 
realize, but I had in mind some kind of interim measures to an- 
nounce that there could be a problem. 

Mr. Walden. Did you feel a sense of urgency? 

Mr. Mosholder. Yes, I did. 

Mr. Walden. To get this information and your findings out? 

Mr. Mosholder. Yes, I thought it was — and that was one of the 
points I made at the September regulatory briefing, that these 
drugs are widely used in this population, and so that it was an im- 
portant public health issue. 

Mr. Walden. Did you reclassify any of the events that the spon- 
sor gave? That is, did you change the classification from serious to 
nonserious or discount it completely? 

Mr. Mosholder. What I did for my meta analysis, I took the 
events which had been identified by each sponsor, using GSK’s 
method, and then the result that I emphasized was the subgroup 
of those events which also met a regulatory definition for serious- 
ness. That is a definition that — it is in the Code of Federal Regula- 
tions. It is something that each sponsor designates when they re- 
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port the studies to the FDA as to whether or not a particular ad- 
verse event is serious or not. 

Mr. Walden. And didn’t your consult focus on serious suicidal 
events? 

Mr. Mosholder. Yes, it did. 

Mr. Walden. Including the famous girl slapping face? 

Mr. Mosholder. Well, that was not a serious event which 
was 

Mr. Walden. So that wasn’t 

Mr. Mosholder. Well, that was the rationale that, without being 
able to do anything as elaborate or sophisticated as the Columbia 
University project, as a first cut to eliminate some of the question- 
able cases, I took the subgroup that met the criteria for serious- 
ness, which in this case is mostly either life threatening or result- 
ing in hospitalization. 

Mr. Walden. Okay. So the girl slapping face scenario was not 
even included in your data that resulted in a 1.9 times 

Mr. Mosholder. No. 

Mr. Walden. I mean, you were pushing the upper end here in 
terms of suicidality issues then. Is that right? My reading as a 
layperson. 

Mr. Mosholder. Well, it was an attempt to hone in on the 
events that were clinically meaningful. 

Mr. Walden. But it also says there are other events below that, 
including the girl slapping face situation that — I guess my point is, 
that could be occurring out there in adolescents 

Mr. Mosholder. Yes. 

Mr. Walden, [continuing] are not even in your data. That is not 
a criticism. I am just trying to get the range here. 

Mr. Mosholder. Well, I did look at it with the broader category, 
too, but I thought the more important result was with the sub- 
group of the serious events. 

Mr. Walden. Indeed. My time has long since expired. I turn to 
my colleague from Colorado. 

Ms. DeGette. Thank you, Mr. Chairman. Dr. Mosholder, if you 
could turn to Tab 67 of the notebook in front of you, do you see 
that statement? It is entitled Written Statement. 

Mr. Mosholder. Yes. 

Ms. DeGette. Was this statement prepared by you? 

Mr. Mosholder. Yes, it was. 

Ms. DeGette. Can you tell me how you came to prepare that 
document? 

Mr. Mosholder. I was — well, this is a statement that I provided 
to the Office of Internal Affairs, and this was pursuant to an inter- 
view that I had with two Special Agents of the Office of Internal 
Affairs regarding the San Francisco Chronicle story about my anal- 
ysis of the suicidal events. 

Ms. DeGette. Did those agents ask you to prepare that? 

Mr. Mosholder. Yes, subsequent to the interview they asked me 
to provide a written statement. 

Ms. DeGette. And that is how you came to prepare that? 

Mr. Mosholder. Yes. 

Ms. DeGette. Okay. And that statement was under oath. Cor- 
rect? 
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Mr. Mosholder. It was given 

Ms. DeGette. It was an affidavit? 

Mr. Mosholder. Right. That’s correct, yes. 

Ms. DeGette. And what it was about was the circumstances sur- 
rounding the removal of your analysis of the incidence of pediatric 
suicidality in clinical studies of anti-depressants from the agenda 
of the Advisoiy Committee meeting that we talked about, and also 
the conversations that you had with the San Francisco Chronicle 
reporter about that analysis and the decision to omit it from con- 
sideration by the Advisory Committee. Is that right? 

Mr. Mosholder. That is correct. 

Ms. DeGette. And so what this written statement was at- 
tempted to be was an accurate account of the events as you knew 
them about the presentation and the decision to cancel that presen- 
tation, and also about your contacts with the reporter. Right? 

Mr. Mosholder. That is correct, and importantly, to include the 
statement that I did not divulge the information to the reporter. 

Ms. DeGette. Right, and you wanted to — so part of what you 
wanted to do was set out a chronicle of the events, including how 
and why and in what way you communicated with this reporter. 
Right? 

Mr. Mosholder. That is correct. And that was part of the re- 
quest that they gave me to include in the statement. 

Ms. DeGette. Okay. Now when did you provide that statement 
to the OIA? 

Mr. Mosholder. I believe it was — it was middle of March, I 
think maybe March 15. 

Ms. DeGette. That is the information I’ve got as well. Did there 
come a time when the U.S. Senate Finance Committee made in- 
quiries regarding the events described in your statement? 

Mr. Mosholder. Yes, that’s correct. 

Ms. DeGette. And when did you know about that? How did you 
find out about that? 

Mr. Mosholder. I believe I saw a news report in late March of 
this year. 

Ms. DeGette. And then were you contacted by the Office of Leg- 
islative Affairs? 

Mr. Mosholder. Yes, I was, when the Senate Finance Com- 
mittee investigators wanted to arrange an interview. 

Ms. DeGette. So it was sometime after March 15? 

Mr. Mosholder. That’s correct. 

Ms. DeGette. Okay. Did you meet with folks from the Office of 
Legislative Affairs subsequent to the TV report that you saw or the 
media report? 

Mr. Mosholder. Yes. We had a couple of preparatory meetings, 
as I recall, to prepare me for the Senate Finance Committee inter- 
view. 

Ms. DeGette. Okay. Was that with Patrick McGarry and Karen 
Meister? 

Mr. Mosholder. I believe they were some of them. 

Ms. DeGette. And there were others as well as them? 

Mr. Mosholder. Yes. We had a series of meetings, and I am not 
entirely clear on who precisely was at which meeting, but there 
was a number of them. 
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Ms. DeGette. Okay. Doctor, take a look at Exhibit 64, which is 
an e-mail from Ms. Meister to you regarding a May 3, 2004, meet- 
ing in Mr. McGarry’s office. Do you see that memo. Tab 64? 

Mr. Mosholder. Yes. 

Ms. DeGette. There are some people who are copied on that e- 
mail: Ann Hennig, Donna Katz, and Kim Dettlebach. Do you see 
those names? 

Mr. Mosholder. Yes. 

Ms. DeGette. Do you know those individuals? 

Mr. Mosholder. Yes, I do. 

Ms. DeGette. Do you know who they are? 

Mr. Mosholder. Ms. Hennig works with the ODER Office of Ex- 
ecutive Programs, as I believe it is called. Ms. Katz and Ms. 
Dettelbach are, as I understand, with the Office of Chief Counsel 
at EDA. 

Ms. DeGette. Okay. Now can you tell me what the subject of 
that meeting was? 

Mr. Mosholder. As I recall, it was a preparatory meeting for my 
Senate Einance Committee interview. 

Ms. DeGette. And after that meeting, were there exchanges of 
various revisions to the written statement that you talked about a 
little while ago that you had prepared earlier that was to be pro- 
vided to the Senate Einance Committee? 

Mr. Mosholder. Yes. That became an issue, and I can explain 
it this way. Having given the statement under penalty of perjury, 
as we said, I had a legal interest, and my attorney confirmed this, 
in being consistent with that statement. So that 

Ms. DeGette. And telling the truth, because you were under 
oath. 

Mr. Mosholder. Yes. And also not even inadvertently contra- 
dicting a previous statement. So 

Ms. DeGette. A previous statement made by you? 

Mr. Mosholder. Right. So to ensure my own consistency and 
knowing that the Senate Einance Committee would be asking 
about the same sequence of events, it was to my advantage to 
make use of that statement for the Senate Einance Committee in- 
vestigation as well. 

So I wanted to provide them with a copy of the statement as sort 
of my official record. 

Ms. DeGette. Right, your take on what happened, to the best of 
your recollection. 

Mr. Mosholder. The issue was that at that time the Internal 
Affairs investigation, as I understand it, was still an open inves- 
tigation, and apparently EDA’s policy or the executive branch pol- 
icy is not to reveal the existence of such investigations. So that I 
was advised to redact the statement so that it didn’t have any ref- 
erence to the Internal Affairs investigation. 

Ms. DeGette. And they also wanted you to take the names out? 

Mr. Mosholder. Right. The other issue was personal privacy of 
not revealing the names of other people who were subject of an In- 
ternal Affairs investigation. So although I was free to reveal my 
own involvement, but that it wouldn’t be appropriate to divulge 
other people who were subject to that same investigation. 

Ms. DeGette. And were you willing to make those redactions? 



54 


Mr. Mosholder. I said that I was uncomfortable redacting the 
document in a way that it wasn’t transparent that it had been re- 
dacted. 

Ms. DeGette. So you didn’t mind taking out the names or the 
reference to the internal investigation, but you wanted the docu- 
ment to reflect that it had been altered. Correct? 

Mr. Mosholder. That is correct. 

Ms. DeGette. And they wanted to alter it so that there would 
be no record of the redactions. Correct? 

Mr. Mosholder. That is my understanding. That is how I under- 
stood it, yes. 

Ms. DeGette. Now ultimately you decided not to sign the re- 
vised document that they had sent you. Correct? 

Mr. Mosholder. Well, I said that, when I went to the Finance 
Committee for my interview, that I preferred to use my version, 
which indicated that the document had come from a previous docu- 
ment, and in the — actually, what happened was in the interim the 
Internal Affairs investigation was closed. So that that made that 
issue moot. So I was able to ultimately provide the Finance Com- 
mittee with my affidavit, only minus the names for personal pri- 
vacy. 

Ms. DeGette. Okay. Take a look at Exhibit 57. That is an e-mail 
from Donna Katz to you with copies to various people. Do you see 
that there? 

Mr. Mosholder. Yes. 

Ms. DeGette. Now attached to that e-mail is a copy of the writ- 
ten statement, your written statement, with lines through a num- 
ber of sentences, and a copy where the deletions had been made. 
Do you see that? 

Mr. Mosholder. I see the — I only have the copy with the dele- 
tions indicated. 

Ms. DeGette. All right. We are going to hand it to you. Appar- 
ently, it is not attached in the notebook, but do you recall seeing 
a draft of a document that Ms. Katz wanted you to look at? 

Mr. Mosholder. Yes. That is actually the situation I just de- 
scribed. 

Ms. DeGette. Right, and here it is. 

Mr. Mosholder. Thank you. 

Ms. DeGette. Is that the document? 

Mr. Mosholder. Well, this is the document showing where the 
lines have been dropped. Yes. 

Ms. DeGette. Right, where she wanted to redact it, and in fact, 
her e-mail to you says, “Andy, I have taken a look at your written 
statement and made some suggested edits. Given this will be a new 
document created to give to the Senate Finance Committee, albeit 
based on an earlier document, I think it is cleaner to make this a 
stand-alone document, i.e., to include everything in it that is cur- 
rent and you would like to include, and just delete out anything 
you would like to leave out. I don’t think it is necessary to indicate 
that this document represents a version of the earlier one by noting 
that the things that have been omitted. This simply invites the 
Committee to ask further questions about what was omitted in the 
earlier document. Please let me know if you have any questions, 
etcetera. Thanks, Donna.” 
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Is it your understanding that, had you signed the revised state- 
ment, it would have been submitted to Senator Grassley and prob- 
ably also this committee without notation regarding its alteration? 

Mr. Mosholder. Well, it wasn’t a matter of signing it, but the 
plan was that I would provide this to the Committee at the start 
of my interview with them. So 

Ms. DeGette. Right. So if you had gone alone with this, this re- 
dacted document without the — I mean the lines would have been 
taken out. It would have been cleaned up, and that is what would 
have been given to the Senate and also probably to us, without no- 
tation of the things that had been taken out. Right? 

Mr. Mosholder. That is my understanding of what was pro- 
posed. 

Ms. DeGette. And that is what you objected to? 

Mr. Mosholder. Yes. I said I was not comfortable with that. 

Ms. DeGette. Okay. Now take a look at Tab 58. What that is, 
your reply to Ms. Katz the same day, which says, attached is a 
version of the statement that you say you would have been com- 
fortable with. Right? 

Mr. Mosholder. Yes, that’s correct. 

Ms. DeGette. And the e-mail reads: “Thanks very much, Donna. 
Your version is actually very similar to the one I came up on my 
own this a.m. See attached. Although it might be cleaner to do so, 
as you say, I am uncomfortable with concealing from the Com- 
mittee the fact this is not a new document. Accordingly, I prefer 
to use the version I edited as in the attached e-mail which other- 
wise incorporates all the edits we have discussed. Thanks, Andy.” 
Right? 

Mr. Mosholder. Yes. 

Ms. DeGette. And it is clear that you chose against the wishes 
of Ms. Katz and, I assume, the other lawyers to revise that docu- 
ment in such a way as to put the interest of Congressional commit- 
tees on notice the document had been altered. Right? 

Mr. Mosholder. Well, that was my intent. 

Ms. DeGette. Right. Thank you very much, Mr. Chairman. 

Mr. Walden. The Chair recognizes the gentleman from Michi- 
gan, Mr. Stupak, for 10 minutes. 

Mr. Stupak. Thank you. Did you incur legal expenses while you 
were doing all these interviews with your Internal Affairs and all 
this? 

Mr. Mosholder. I did obtain legal representation. In point of 
fact, I have a Federal employee liability policy which provided for 
that. So my only expense was the insurance premium. 

Mr. Stupak. I can see an internal investigation on something 
about some newspaper leak or something, but sounds like here, 
and I think Ms. DeGette was being much too polite, you were being 
squeezed here to change your testimony. Correct? 

Mr. Mosholder. I’m not sure I would 

Mr. Stupak. I was police officer for 12 years. I would have 
squeezed you and got it, too, you know. I mean, look, let me ask 
you this. Go to Tab 89. 

Mr. Mosholder. I’m sorry. Eighty? 

Mr. Stupak. Eighty-nine, please. It is a June 16 letter from Rep- 
resentative — I guess it is Senator Grassley to the FDA, and on the 
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fourth page the letter states — it is on Tah 89. It says on page 4: 
“Perhaps most troubling, however, was the fact that the OND at- 
tempted to have Dr. Mosholder present reporting rates of suicidal 
thoughts rather than the available clinical trials data on anti-de- 
pressants in children which form the foundation of his analysis.” 

Can you please clarify the difference between the reporting rates 
of suicidal thoughts and available clinical trials data? Which is 
more reliable and relevant? 

Mr. Mosholder. A reporting rate is a term we use when we 
have spontaneous reports obtained through the MedWatch pro- 
gram, and as the enumerator. Then that is divided by some meas- 
ure of the number of prescriptions in the U.S. 

The problem with reporting rates is that it is usually assumed 
we only have only a small fraction of the number of events that are 
actually occurring in the population. 

Mr. Stupak. Well, clinical trial data is far more reliable than re- 
porting rates. Right? 

Mr. Mosholder. That is correct. When 

Mr. Stupak. And isn’t it true that you were asked to present the 
reporting rates instead of the clinical trial rates or clinical trial 
data? 

Mr. Mosholder. You could put it that way. That is true, yes. 

Mr. Stupak. Okay. Then why did you choose not to present the 
reporting rates instead of your clinical trials data? 

Mr. Mosholder. Well, this was an issue we had considerable in- 
ternal discussions about in preparation for the February 2 meeting. 
Ultimately, we in the Office of Drug Safety felt that, given that sui- 
cidal behaviors are part of the reason why the patients would be 
receiving the drug in the first place, giving a rate of such events 
really is not very useful information, and that the better data is 
done from trials where there could be comparisons. 

Mr. Stupak. So the better data is from the clinical trials data, 
and they were requesting, pressuring you — whatever word you 
want to use — to use the reporting rates and not the clinical trials 
data. OND asked you to present reporting rates instead of the clin- 
ical trials data. They wanted you to soften your conclusions. 

Mr. Mosholder. Well, at that point I was not presenting the 
clinical trials data at all. 

Mr. Stupak. But it was in your paper, your affidavit, if you will. 
So you had it. Correct? 

Mr. Mosholder. In my presentation to the Advisory Committee 
February 2 I presented simply a number of reports, as I recall, 
without the reporting rates in the end. 

Mr. Stupak. Right, but you used clinical trials data, because it 
is more reliable. 

Mr. Mosholder. Yes. My opinion is that is better data. Yes. 

Mr. Stupak. And OND wanted you to use reporting rates instead 
of clinical trials data. Correct? 

Mr. Mosholder. That is correct that they asked for that. 

Mr. Stupak. Correct. And the reason for that is it softens your 
conclusions that you put down in this paper, the affidavit. Isn’t 
that correct? 

Mr. Mosholder. I’m not 
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Mr. Stupak. Let me put it this way. The numbers look better if 
you use reporting rates as opposed to the more reliable clinical 
trials data. Isn’t that correct? 

Mr. Mosholder. My own opinion — well, that was a concern of 
the Finance Committee investigator. My own opinion is that the re- 
porting rates simply are not informative. You can interpret it as an 
attempt to — I wouldn’t go 

Mr. Stupak. I’m not trying to put words here, but look it, we es- 
tablished that the clinical trials data is more reliable than the re- 
porting rates. You were asked to change your clinical trial data to 
reporting rates, which is not as reliable. The reason to do that is 
then your affidavit, your conclusions are not as firm and solid. It 
is a softening of your conclusions, is it not? Softening is my word, 
not yours. 

Mr. Mosholder. Well, I would say that the reporting rates are 
inconclusive. There are no conclusions that you can draw from re- 
porting rates, in my opinion. So 

Mr. Stupak. Then why would OND want you to use reporting 
rates, if they are not as solid, not as reliable? 

Mr. Mosholder. Well, again there was difference of opinion 
about that. My understanding was that it was for completeness, be- 
cause ordinarily this had been done and 

Mr. Stupak. How do you get completeness if you don’t use the 
most reliable data? 

Mr. Mosholder. Well, that was 

Mr. Stupak. Completeness is the conclusion that one wishes to 
draw from the report that you did, completeness in the eye of the 
beholder. Right? 

Mr. Mosholder. Well, my own preference would have been to 
present the clinical trial data. Yes. 

Mr. Stupak. Correct. Okay. Reporting rates — to your knowledge, 
how many other instances were reporting rates provided when 
more reliable data was available? Is this a common thing? You 
medical officers do your reports. You look at the most reliable evi- 
dence, which may be your clinical trials data, and then you are 
told, well, geez, don’t use that, let’s look at the reporting rates, and 
let’s use reporting rates as opposed to clinical data? Does that occur 
fairly often at the FDA? 

Mr. Mosholder. Not that I can recall, for just those reasons, 
that situations where reporting rates are useful are for very rare 
events that wouldn’t necessarily be part of the reason why the pa- 
tient was receiving the drug. So that it 

Mr. Stupak. Absolutely. I agree with 1000 percent. Clinical trial 
data is always better than reporting rates. My question is: In the 
past, to your knowledge, has the FDA pressured medical review of- 
ficers who review the drugs and deal with the data all the time to 
change from clinical trial data to reporting rates? 

Mr. Mosholder. I am not aware of any comparable situations, 
personally. 

Mr. Stupak. Your statement you gave here today — did the FDA 
have to approve your statement you are giving here today before 
the committee, your written statement? 

Mr. Mosholder. No, they did not. 
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Mr. Stupak. Okay. If we do this labeling, packaging labeling that 
was suggested in the Advisory Committee, will you be involved in 
that process? 

Mr. Mosholder. Not to my knowledge. 

Mr. Stupak. I think someone may have asked you this, but let 
me just clarify this. 

What is your impressions of Dr. Hammad’s study? 

Mr. Mosholder. Well, I think the important point is that it is 
very consistent with the findings I had in my analysis. 

Mr. Stupak. That was my second question. 

Mr. Mosholder. You know, it lends strength to the finding. 

Mr. Stupak. So you would — Dr. Hammad’s study is good work, 
and you would agree with it? 

Mr. Mosholder. Yes, and in many respects it is more sophisti- 
cated than my first crack at the data. 

Mr. Stupak. And it confirmed what your initial findings were? 
Dr. Hammad’s report confirmed what your initial preliminary re- 
port showed. Correct? 

Mr. Mosholder. That is my — my own biased opinion is that it 
did confirm it, yes. 

Mr. Stupak. Someone, I think, asked you this one, too, on Tab 
15 in which Dr. Avigan writes on your consult, “Andy, great job.” 
If Dr. Avigan thought you did a great job with your analysis, why 
did he later issue a dissenting memo to your consult? It is in Tab 
15. 

Mr. Mosholder. Yes. I believe Dr. Avigan did not feel that the 
data were ready to make the — or was sufficiently conclusive to 
make the recommendations that I made in my consult. 

Mr. Stupak. So you went from great job to being inconclusive? 

Mr. Mosholder. Well, to be fair, he did say that — at the time 
of the first draft, I remember him telling me that we would have 
to think about the recommendations some, but in the end he felt 
that the data were not persuasive enough to endorse my rec- 
ommendations. 

Mr. Stupak. Thank you, Mr. Chairman. 

Mr. Walden. Thank you. Dr. Mosholder, I want to refer you to 
Tab 78, if you would, sir, and go to — this is a memo. You were the 
medical officer on review and evaluation of clinical data. It is dated 
12/13/96, received 12/16/1996, to Sulvay Pharmaceuticals regarding 
Luvoxamine maleate. 

Mr. Mosholder. Maleate, yes. 

Mr. Walden. Thank you. 

Mr. Mosholder. Or Luvox. 

Mr. Walden. Thank you. That is even easier. I want to refer you, 
though, to the second page, and it says: “it’s of interest that in the 
adult studies the incidence of agitation was 2 percent and 1 percent 
for fluoxomine and placebo, respectively, while the pediatric study, 
the corresponding incidences were 12 percent and 3 percent. That 
is, the risk ratio for adults was two and for children was four. It 
is possible this reflects a real difference in adverse reactions be- 
tween adults and children. There is an emerging literature pointing 
to behavioral reactions to SSRI drugs in children.” Then you make 
some references there or some references are made here. “It may 
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be that this is a reaction to SSRIs that is more prominent in chil- 
dren than adults. Further data would help clarify this.” 

Now I think what is interesting about this, this is a December 
1996 memo. The review was completed in February 1997. Was this 
a flag you were raising in 1997? 

Mr. Mosholder. Well, as I said, this was one of the very first 
pediatric clinical trials we had seen with this class of drugs, and 
although there had been some other reports, apparently — I don’t 
recall that reference at this point, but it seemed to be raising the 
question of whether the behavioral adverse effects might be dif- 
ferent for kids versus adults. 

Mr. Walden. Right. And you also said this is also reflected in 
Pfizer’s recently submitted study of Certraline in the treatment of 
juvenile OCD as well in that reference. I guess the reason I asked 
is it looks like from this documentation, perhaps others, that this 
was sort of coming up as an issue back in 1996-1997. 

I wonder, as we go into these pediatric clinical trials, could they 
have been designed better to go look at this issue of suicidality in 
children and adolescents? Should we have picked up on that soon- 
er? 

Mr. Mosholder. Well, that is a good question. Historically, these 
two, as I recall, were the first actual studies we had with this class 
of drugs in kids. So it suggests that a pattern was starting to 
emerge. We, of course, didn’t get more data until several years 
later, but the 

Mr. Walden. But should the FDA have sought more data in the 
way they designed the clinical trials for children? 

Mr. Mosholder. Well, the question being, as we were writing 
the request for pediatric studies, part of the pediatric exclusivity, 
could we have done more to get at this issue. Well 

Mr. Walden. In retrospect. 

Mr. Mosholder. Yes, in retrospect, you know, perhaps more at- 
tention could have been given to that. On the other hand, these 
trials had done nothing special to look for this type of event, and 
it seemed to be turning up. So that would be on the side of saying 
routine adverse event monitoring was sufficient to turn up this pos- 
sibility. 

Mr. Walden. Were you aware that apparently Dr. Knudsen also 
had some warnings that go back to 1996? 

Mr. Mosholder. I recall the 

Mr. Walden. For Zoloft. 

Mr. Mosholder. [continuing] something about that at the time. 
Then, of course, in preparation for this hearing I’ve been reminded 
of that. Yes. 

Mr. Walden. I guess that the question we keep going back to is: 
Should this signal have been spotted sooner? 

Mr. Mosholder. Well 

Mr. Walden. Because it raises the issue, are there other signals 
that are bouncing around out there on other drugs being prescribed 
off-label for people that we are not catching. How do we fix the sys- 
tem, I guess, is part of it. Should we have spotted this one sooner? 
Should FDA? 

Mr. Mosholder. Well, one always wants to spot a problem as 
soon as possible, of course. The issue here, I think, at least in my 
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own mind, was that we were lacking clinical trials in children until 
the past few years, that the Luvox and Zoloft studies were really 
sort of on the forefront of that, and so it was more just a plain lack 
of data rather than lack of any specific attention to it. 

Mr. Walden. Okay. And I guess — but if we designed trials right, 
you would have the data. You would have had the data. Right? 

Mr. Mosholder. And in fact, that is what we have currently. 

Mr. Walden. And I guess what I also want to make sure of is 
that, when we do have the data and they are evaluated by people 
of your credibility, that those data then are applied appropriately 
and the results are put out there appropriately. 

I am troubled by an article that appeared in the August 7, 2004, 
British Medical Journal, and it states that Dr. Thomas Laughren 
reported the relative risk ratios of all the anti-depressants evalu- 
ated at the Pediatric Drug Advisory Committee meeting, and that 
it was — “it was Dr. Mosholder’s conclusions and not the data that 
were withheld.” 

Do you agree with Dr. Laughren’s reported characterizations? 

Mr. Mosholder. Is this what was 

Mr. Walden. This is the article. He also says — you will see in 
the second graph on this particular page — I’m sorry, second col- 
umn, the last paragraph on the page, both the raw data and Dr. 
Mosholder’s interpretation “were imperfect,” said Dr. Temple, add- 
ing that some of the behaviors labeled suicidal were highly suspect 
and could have been accidents, such as a child “who hit her head 
with her hand.” FDA officials acknowledged, however, that some 
cases classified as accidental injury could be suicide related. Be- 
cause of this, they have gone on then to Columbia University. 

That is why I raise that issue about whether or not your study 
included the incident of the girl slapping her head, because it didn’t 
include that, did it? 

Mr. Mosholder. I included it in one analysis but not the result 
that I 

Mr. Walden. But not in the results, not in your conclusions. 

Mr. Mosholder. Yes. 

Mr. Walden. And so why would then Dr. Temple tell this, alleg- 
edly, I suppose — it is printed here — say that that may be part of 
the problem here, that it is imperfect. Did you think your conclu- 
sions were imperfect? 

Mr. Mosholder. Well, I’m not sure I can give an unbiased an- 
swer to that. I think there was 

Mr. Walden. Well, do you think — let me ask this. Do you think 
his characterization of your consult is correct? 

Mr. Mosholder. I think we have had some — perhaps some com- 
munications issues where I am not sure that it was — I perhaps 
could have done more to make it obvious that I was trying to get 
away from the question of the clinically trivial events, if you will, 
such as the slapping in the face. 

Mr. Walden. And I know we are putting you in a tough spot 
here with some of these folks that are, you know, your superiors 
sitting right behind you. I mean, I don’t envy that position. Trust 
me. But these are critically important issues we have to get to. 

Was your data analysis fully and fairly presented at the Feb- 
ruary 2004 Advisory Committee meeting and, if not, what should 
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have been presented? What was presented, first of all, since you 
didn’t do the presentation? 

Mr. Mosholder. As far as the clinical trial data. Dr. Laughren 
gave the presentation of that. 

Mr. Walden. Was it full and fair? 

Mr. Mosholder. It did not include all of the results or data that 
I had in my draft presentation. 

Mr. Walden. I guess the point is did it include the most impor- 
tant recommendations? 

Mr. Mosholder. Well, it didn’t include — well, apart from the 
recommendations, the data I think that I would have included — let 
me put it that way — would 

Mr. Walden. If you had been there presenting it, what would 
you have included that wasn’t included? 

Mr. Mosholder. I would have included the analysis of the seri- 
ous subgroup of suicidal events and the meta analysis where the 
data was combined across studies. I think that — if I were doing or 
if I had a chance to do the presentation, that is what I would have 
included. 

Mr. Walden. So the way you would have presented it would 
have painted a much more serious situation to that Advisory Com- 
mittee than the way it was painted, when it comes to the risk of 
suicidality in adolescents and children? Is that accurate? 

Mr. Mosholder. I guess we will never know what the Advisory 
Committee might have made of 

Mr. Walden. No, no, no. The difference in the two presentations. 

Mr. Mosholder. I think, if I had been doing it, it would have 
perhaps been more obvious. 

Mr. Walden. The chairman at the outset of this hearing thanked 
you on behalf of the committee for your work, and I think our coun- 
try feels the same way. I know you have been honored many ways. 

Somebody told me you had been selected, too, to be the ABC Per- 
son of the Week. Is there any truth to that? 

Mr. Mosholder. I was told that I was nominated, but I did not 
run. 

Mr. Walden. Well, there is always next week, I guess. 

All right. We are going to add, without objection, this newspaper 
article from the British Medical Journal, August 7, 2004, to the 
record. Without objection, so ordered. 

[The newspaper article follows:] 
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Mr. Walden. Do you have further questions? We have heen 
called to votes on the House floor, and it would — Mr. Stupak, do 
you have anymore questions for this witness at this time? 

Mr. Stupak. No. I just thank Dr. Mosholder for being here. 

Mr. Walden. Thank you. And, Dr. Mosholder, we would like you 
to stay with us, even though we probably won’t have you on the 
next panel. We would like to have you available, should there be 
some questions that we need to seek your expert advice on. So if 
you could stay with us. 

We are going to recess the committee until after these votes. 
There are four of them, which probably tells me it will be 45 min- 
utes before we are back here. So it is a good time for everyone to 
go grab a quick bite, and we will reconvene the committee imme- 
diately after those votes have concluded. 

The committee is in recess. 

[Brief recess.] 

Mr. Walden. I am going to call this hearing back to order and 
ask our next panel of witnesses to come up: Dr. Robert Temple, 
Food and Drug Administration; Dr. Paul Seligman, Food and Drug 
Administration; Dr. Thomas Laughren, Food and Drug Administra- 
tion; Dr. Tarek Hammad, Food and Drug Administration; and Dr. 
James Knudsen, Food and Drug Administration. Please come up to 
the witness table, if you would. 

You are aware the committee is holding an investigative hearing 
and, when doing so, has the practice of taking testimony under 
oath. Do you have any objection to testifying under oath? Do any 
of you have an objection? 

Let the record show they all indicated they have no objection. 

The Chair then advises you that, under the rules of the House 
and the rules of the committee, you are entitled to be advised by 
counsel. Do you desire to be advised by counsel during your testi- 
mony today? Mr. Knudsen? Could you turn on your mike, sir, and 
then we will need you to identify your counsel. Dr. Knudsen. 

Mr. Knudsen. My name is Dr. James Knudsen. 

Mr. Walden. Okay. Yes, you actually have to get kind of close 
to that. Sorry. If you could identify for the record. Dr. Knudsen, 
your counsel, please. 

Mr. Knudsen. My counsel? 

Mr. Walden. Oh, I thought you said you wanted to be rep- 
resented by counsel. 

Mr. Knudsen. No, I did not. 

Mr. Walden. Okay, fine. No? Okay. Dr. Temple? Dr. Laughren? 

Mr. Laughren. No, sir. 

Mr. Walden. Dr. Seligman? 

Mr. Seligman. No. 

Mr. Walden. Okay. So let the record show, none of them is being 
represented by counsel. 

In that case then, would you please rise and raise your right 
hand, and we will take your testimony under oath. Let the record 
show, they all indicated yes. 

[Witnesses sworn.] 

Mr. Walden. Thank you. You may be seated. 
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You are now under oath, and you may now give a 5-minute sum- 
mary of your written statement, and we will start with Dr. Knud- 
sen. 

Mr. Walden. Dr. Hammad? No opening statement. Dr. Temple? 
Actually, I am not sure your mike is on yet. 

Mr. Temple. Now? 

Mr. Walden. There it is, sir, yes. Thank you, and welcome. 

TESTIMONY OF JAMES KNUDSEN, FOOD AND DRUG ADMINIS- 
TRATION; ACCOMPANIED BY ROBERT TEMPLE, FOOD AND 

DRUG ADMINISTRATION; PAUL SELIGMAN, FOOD AND DRUG 

ADMINISTRATION; THOMAS LAUGHREN, FOOD AND DRUG 

ADMINISTRATION; AND TAREK HAMMAD, FOOD AND DRUG 

ADMINISTRATION 

Mr. Temple. Mr. Co-Chairman, I guess, and members of the 
committee, I am Robert Temple, CDER’s Associate Director for 
Medical Policy. I welcome the opportunity to participate in this 
hearing on FDA’s regulation of pediatric uses of anti-depressants. 

My colleagues and I recognize that the entire discussion of the 
past year has been very painful and difficult for people — ^both for 
people whose loved ones have committed suicide while on an anti- 
depressant and for people whose family members are seriously de- 
pressed and are uncertain as to what they can do for them. 

Today I will briefly review the importance of detecting and treat- 
ing depression in children, the available treatments and recent ef- 
forts to encourage studies of drugs in children, the history of the 
concern, the subject of this hearing, about the possibility that anti- 
depressants might provoke suicidal thinking or behavior, and 
FDA’s evaluation and data — of the data from the pediatric depres- 
sion studies. 

Throughout my testimony and later, I will want to emphasize an 
important concern that we had from the beginning of this. We were 
concerned that overemphasis or premature conclusion about an in- 
creased risk of suicidality related to anti-depressant use could dis- 
courage treatment of serious pediatric depression, which is a poten- 
tially life threatening condition. 

At the same time, failure to take adequate note of the risk could 
lead to inattention to the possibility for emerging suicidality or to 
too casual use of the anti-depressants. 

We dealt with this concern by making the public fully aware of 
the issue and of the data that led to our concern, but we thought 
it was responsible to withhold an agency conclusion about what the 
data showed until it had been fully evaluated. 

Depression in children is a serious mental illness that affects up 
to 2.5 percent of children and 8 percent of teenagers. In the U.S. 
there are about 1600 suicides in teenagers per year, many of them 
in people who are diagnosed as having depression. 

The difficulty of obtaining good data on the effectiveness and 
safety in drugs in children is well recognized. A provision of the 
Food and Drug Administration Modernization Act which was re- 
newed in the Best Pharmaceuticals for Children Act in 2002 pro- 
vides 6 months of patent extension to sponsors who carry out pedi- 
atric studies that have been requested by the FDA. 
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This provision has enormously stimulated the conduct of these 
studies, and it was FDA’s analysis of the depression studies sub- 
mitted under these laws that led to the question of whether the 
drugs could cause suicidality in children. 

Specifically, review by Dr. Mosholder of adverse effects collected 
under the term emotional lability in five Paxil studies that were 
submitted under the Act detected an excess of such cases, some of 
which appeared to represent suicidal thinking or behavior in pa- 
tients. 

I can’t emphasize too strongly that, although as you will hear 
there were some disagreements on our part with some of Dr. 
Mosholder’s conclusions or whether they were right, this discovery, 
this observation was of immense value and has kicked this whole 
thing off. So let there be no question about whether that was an 
important observation. 

A request for a more focused analysis of the Paxil suicidality 
data led to a further suggestion of an increased rate of suicidality 
in the Paxil treated patients, and this was more credible because 
the analysis was better than their initial one. 

FDA issued a Public Health Advisory on June 19, 2003, describ- 
ing the results of the Paxil evaluation and stating that, although 
FDA had not completed its evaluation, we recommended that Paxil 
not be used in children and adolescents to treat major depressive 
disorder. 

Subsequently, the Review Division asked all manufacturers of 
newer anti-depressants for an analysis that was similar to what 
GlaxoSmithKline had done for Paxil, and this was provided by late 
September 2003. These reports were sent to Dr. Mosholder and 
were also considered by the Review Division. 

On October 27, 2003, FDA issued an updated Public Health Ad- 
visory, again noting the suggestion of excess suicidality in anti-de- 
pressant treated patients and the need for further data and anal- 
ysis. 

The Review Division had been examining the data submitted by 
the sponsors, too, as had Dr. Mosholder, and had significant con- 
cerns about it. It, therefore, began in September-October 2003 to 
make arrangements to have the reported suicidality events re- 
viewed and reclassified by the Columbia Department of Psychiatry. 

Our concern was that the companies had cast a wide net in seek- 
ing cases of suicidality, of suicidal thinking or instances of self- 
harm, but not all such cases — for example, a superficial cutting — 
represent attempted suicide. 

I also want to say that I am somewhat embarrassed about my 
BMJ quote from before, because at least by the time that came out, 
I was well aware that Dr. Mosholder had excluded cases like that. 
I think that reflected an earlier conversation. So there is no ques- 
tion that he did exclude many such things, and the banging of the 
head. So I feel bad about that. However, remained concerned that 
the cases themselves needed close evaluation, and I can talk later 
about how those data were collected and why we thought they 
needed that. 

Given our conclusion that they needed to be looked at closely, we 
concluded that a blind expert classification of the cases was needed. 
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In addition, we sent the Columbia reviewers narrative descrip- 
tions of additional adverse reaction cases that had not been in- 
cluded by the companies, because we thought there might be ex- 
cess — might be cases of suicidal behavior or thinking in there, and 
that proved to be correct. 

It is worth emphasizing that we had no idea what the results of 
the reclassification would be. We didn’t know whether it would 
strengthen the findings or weaken the findings. We had no way of 
knowing and no expectation, and not to state the obvious, no pref- 
erence. We just wanted to get at what the right answer was. 

At a February 2, 2004, Advisory Committee meeting we pre- 
sented the results of the company submissions, as you have heard 
before, study by study, in part to make the point that the results 
were very variable from one study to another, and from one drug 
to another. But many of the drugs clearly showed an increased risk 
of suicidality. That’s the sum of suicidal behavior and suicidal 
thinking. 

We noted to the committee our concerns with the data submis- 
sions and explained why we considered additional review by Co- 
lumbia necessary. 

We also acknowledged that some in the agency thought the re- 
sults were, in fact, definitive and could be a basis for change in la- 
beling to discourage use of the drug, except for Prozac, in children. 

Although no specific question was put about this to the com- 
mittee, discussion indicated that they clearly understood the agen- 
cy’s reservations, and they in fact expressed doubt that anything 
arising from this kind of data collection would be useful, a conclu- 
sion that they modified at the most recent Advisory Committee. 

The Advisory Committee recognized that, whatever the relation- 
ship of anti-depressants to suicidality, it was perfectly clear even 
then that the period after initiation of treatment for depression 
was of great concern and that physicians needed to be warned 
about this, the need to be careful and make close observations. 

On March 22, we asked manufacturers of anti-depressants to add 
warning language to their labeling and issued a third Public 
Health Advisory describing our request. The new warning empha- 
sized the critical importance of observing newly treated patients for 
emerging suicidality or other problems. 

All manufacturers added this warning to their labeling by late 
summer. We have no received the reclassified cases from Columbia 
and analyzed the data. 

The analysis by Dr. Hammad was presented to the Advisory 
Committee on September 13, 2004. The analysis included the study 
you have heard about, the TAD study, a new study of Prozac car- 
ried out by the National Institutes of Mental Health. 

The analysis showed that, as a group, the anti-depressants stud- 
ied, both SSRIs and the so called atypicals, increased the risk of 
suicidality. There was variation from drug to drug and variation 
from study to study, but the roughly twofold increased risk was 
reasonably consistent across drugs. As has been pointed out, there 
were no actual suicides in these trials. 

At the September 13-14 Advisory Committee meeting, the com- 
bined Pediatric and Psychopharm Drugs Advisory Committees 
agreed with FDA’s conclusions that the data in aggregate indicated 
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an increased risk of suicidality in pediatric patients, and made sev- 
eral critical recommendations. 

First, they believed the conclusion should apply to all of the stud- 
ied drugs, even though it was more prominent in some than others. 
They also strongly urged that we apply it to any new anti-depres- 
sant and to the older anti-depressants, including the tricyclics. 
They thought that partly because the logic seemed to be that this 
is a property of anti-depressants, and they were quite concerned 
that people would be driven to the tricyclics, which are rather more 
dangerous. 

They did not believe the anti-depressants, other than 
fluoxetine, should be contraindicated in children, and repeatedly ex- 
pressed concern that these drugs may be valuable even if that has 
not been shown, and they were quite aware that it had not yet 
been shown. 

They strongly supported a patient and family directed Med 
Guide which we had suggested to them, and two-thirds of them 
thought the new warning information should be boxed. 

On September 17 we announced publicly that we generally sup- 
port the recommendations and had begun working on new labeling 
to reflect that. The term generally applies only to the thought that 
we are going to read closely what they said collectively absent the 
boxed warning, and think about it. 

Obviously, two-thirds of them thought that was reasonable, but 
the discussion indicated concern that over-discouraging use was po- 
tentially very dangerous, too, and they wanted a balance. So we are 
going to be thinking about that. 

I appreciate the opportunity to present these remarks, and I look 
forward to your questions. 

I am aware that you have also invited Dr. Russell Katz to appear 
here this morning. Unfortunately, he is not able to attend because 
a member of his family is having surgery today. He will be happy 
to answer any questions you have for him in writing or speak with 
your staff at a later date. Thank you. 

Mr. Walden. We appreciate that. Dr. Temple. We were aware of 
that, obviously, too, and did not want to interfere in his very dif- 
ficult time. 

[The prepared statement of Robert Temple follows:] 

Prepared Statement of Robert Temple, Director, Office of Medical Policy, 

Center for Drug Evaluation and Research, U.S. Food and Drug Adminis- 
tration 


introduction 

Mr. Chairman and Members of the Subcommittee, I am Dr. Robert Temple, Direc- 
tor, Office of Medical Policy for the Center for Drug Evaluation and Research 
(ODER) at the U.S. Food and Drug Administration (FDA or the Agency). We appre- 
ciate the opportunity to discuss FDA’s review of the safety and efficacy concerns in 
anti-depressant drugs for use in pediatric populations. 

background on depression 

Depression is a serious mental illness that affects the way nearly 19 million adult 
Americans feel, think, and interact. While everyone experiences occasional sadness, 
particularly in response to loss or adversity, a person with depression has persistent 
symptoms that can significantly interfere with their ability to function. People with 
depression cannot merely “pull themselves together” and get better. Depression can- 
not be willed or wished away. 
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The two most severe types of clinical depression are major depressive disorder 
(MDD) and bipolar depression, which is the depressed phase of bipolar disorder. 
Within these types, patients experience variations in the severity and persistence 
of mental symptoms associated with these disorders. A person experiencing MDD 
suffers from, among other symptoms, a depressed mood or loss of interest in normal 
activities that lasts most of the day and nearly every day, for at least two weeks. 
Such episodes may occur only once, but more commonly occur several times in a life- 
time. People with bipolar disorder cycle between episodes of major depression, simi- 
lar to those seen in MDD, and highs known as mania. In a manic phase, a person 
might act on delusional grand schemes that could range from unwise business deci- 
sions to romantic sprees. Both MDD and bipolar disorder can lead to suicide. The 
treatment of the two conditions is quite different. In general, anti-depressants alone 
are not an appropriate treatment for bipolar disorder. 

DEPRESSION IN THE PEDIATRIC/ADOLESCENT POPULATION 

According to a 2000 National Institute of Mental Health (NIMH) Fact Sheet on 
Depression in Children and Adolescents, depression affects up to 2.5 percent of chil- 
dren and about eight percent of adolescents in the United States. These disorders 
often go unrecognized by families and physicians because behaviors associated with 
depressive disorders may be seen as normal mood swings typical of a particular de- 
velopmental stage. In addition, health care providers may be reluctant to pre- 
maturely “label” a young person with a mental illness diagnosis. 

At the February 2, 2004, meeting of FDA’s Psychopharmacologic Drugs Advisory 
Committee (PDAC), Dr. Cynthia Pfeffer of Cornell University addressed the issue 
of pediatric depression and its treatment. She noted that pediatric depression is 
very common and often recurrent, is often accompanied by very poor psychosocial 
outcomes for children and adolescents, and is associated with high risk for suicide 
and substance abuse. She reported that in 2001, about 1,600 15 to 19-year-olds com- 
mitted suicide in the U.S. Suicide is the third leading cause of death in the U.S. 
in this age group and accounts for more deaths in this age group than all other 
major physical conditions combined. 

At that meeting. Dr. David Shaffer of Colombia University reported on rates of 
suicidal ideation (thinking about suicide) and suicide attempts. He obtained his in- 
formation from large community studies, particularly the Youth Risk Behavior 
Study (YRBS), a study carried out by the National Center for Health Statistics. In 
this study, officials from the National Center interviewed a broad population of be- 
tween 15,000 and 20,000 high school students every two years using self-reporting 
measures. Based on this data, it was determined that suicidal ideation in high 
school students is extraordinarily common. Almost 20 percent of American high 
school students think about suicide. Suicide attempts are also very common. Experts 
report that the overall rate is about nine percent. Only about a quarter of these at- 
tempts are brought to medical attention. It is widely recognized that adolescents are 
frequently reluctant to disclose suicidal thoughts or even suicide attempts to parents 
or others. There are about 4,000 female suicide attempts for every female suicide 
death, and about 400 male attempts for every male death. 

Dr. Shaffer also showed rates of pediatric suicide over several decades. The rate 
has fallen by about 25 percent over the last decade, the period in which the use of 
anti-depressants has grown steadily. This association does not prove that the in- 
creasing use of anti-depressants is the cause of the decline in suicide, but it is at 
least suggestive. 


DRUGS FOR TREATING DEPRESSION 

Existing anti-depressant drugs influence the levels of one or both of two 
neurotransmitters in the brain: serotonin and norepinephrine. Older medications — 
tricyclic anti-depressants (TCAs) and monoamine oxidase inhibitors (MAOs) — affect 
the activity of both of these neurotransmitters. The disadvantage of the older medi- 
cations is that they can be difficult to tolerate due to significant side effects. MAO 
use may also be subject to dietary and medication restrictions. TCAs and MAOs are 
of limited value in the pediatric population because of serious, potentially life- 
threatening adverse events. These include tachycardia, convulsions, and shock-like 
coma. Moreover, TCAs are a potential tool for adolescents attempting to commit sui- 
cide because overdose can cause serious and protracted cardiac arrh 3 dhmias. 

Newer medications, such as the selective serotonin reuptake inhibitors (SSRIs), 
have fewer side effects than the older drugs, making it easier for people to continue 
treatment. They have become very widely used to treat depression, especially in the 
pediatric population. FDA approved Prozac, the first SSRI, for adults, in December 
1987, and for children in January 2003. Experts believe that SSRI drug products 
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work by increasing the level of the hormone serotonin in the brain. There were no 
approved drugs for the treatment of depression in children before the January 2003 
Prozac approval. 


ANTI-DEPRESSANT TREATMENT AND SUICIDALITY 

Suicidality in the context of treating patients with depression and other psy- 
chiatric illnesses has been a genuine concern and a longstanding topic of debate. In 
fact, for many decades, anti-depressant labeling carried the following standard lan- 
guage under the “Precautions” section of the label alerting clinicians to the need to 
closely monitor patients during initial drug therapy due to concern for the possible 
emergence of suicidality: 

Suicide: The possibility of a suicide attempt is inherent in major depressive 
disorder and may persist until significant remission occurs. Close supervision 
of high-risk patients should accompany initial drug therapy. Prescriptions for 
[name of drug] should be written for the smallest quantity of tablets consistent 
with good patient management, in order to reduce the risk of overdose. 

This standard precaution statement did not explicitly warn of the possibility that 
anti-depressant drug products have a causal role in the emergence of suicidality 
early in treatment. Several mechanisms have been proposed to explain the clinical 
observation that some depressed patients being treated with anti-depressants, par- 
ticularly early in treatment, have an increase in suicidality. In September 1991, 
FDA convened a meeting of the PDAC to discuss this issue. At that meeting. Dr. 
Martin Teicher, a psychiatrist from Harvard Medical School, proposed various mech- 
anisms to explain the emergence of suicidality early in treatment of depression: 

• Roll back phenomenon: anti-depressants with prominent energizing effects might 

actually increase suicidal behavior in severely depressed patients who are suici- 
dal but also have psychomotor retardation and are thus inhibited from acting 
on their suicidal thoughts. 

• Paradoxical worsening of depression: in rare cases, the patient’s depressed mood 

might actually worsen as a result of anti-depressant treatment. 

• Akathisia (inability to sit still): some anti-depressants are associated with 

akathisia, which might lead to suicidal behavior in certain depressed patients. 

• Induction of anxiety and panic attacks: some anti-depressants may induce anxiety 

and panic attacks, and these might lead to suicidal behavior in certain de- 
pressed patients. 

• Stage shifts: anti-depressants may lead to switching the patient from depression 

into mixed states in bipolar depressed patients, possibly leading to suicidality. 

• Insomnia: insomnia associated with certain anti-depressants might lead to suici- 

dal behavior in certain depressed patients. 

While all of these theories have some plausibility, it is difficult to know whether 
these mechanisms are real. In addition, proposing a mechanism is quite different 
from actually demonstrating that there is a causal association between anti-depres- 
sant use and suicidality. It might be possible to demonstrate that anti-depressants 
cause an increase in suicidality through randomized clinical trials, but these trials 
would need to be quite large because suicidality is not common. It might be possible 
to pool results of many trials, but if this involves results from studies of different 
drugs, the question remains whether some drugs could behave differently from oth- 
ers. Furthermore, assessing this risk in uncontrolled data is particularly difficult be- 
cause depression itself causes suicidality. In any given case, one cannot usually dis- 
tinguish whether the suicidality occurred because of the drug or despite it. 

ANTI-DEPRESSANT-INDUCED SUICIDALITY IN ADULTS 

Thus, the question of whether anti-depressants can provoke suicidality has been 
the subject of considerable discussion. With regard to the adult population, the de- 
bate intensified in 1990 when Dr. Teicher and several colleagues published a paper 
describing six adult patients with depression who, in their view, became suicidal be- 
cause of treatment with Prozac. This paper and subsequent discussions led Eli Lilly, 
the manufacturer of Prozac, to conduct new analyses of data from their controlled 
trials for Prozac to look for suicidality. These events also led FDA to fully re-evalu- 
ate its spontaneous reports database to determine whether we could observe a sig- 
nal of increased risk. 

During a September 1991 PDAC meeting, family members raised concerns about 
suicide by loved ones whose deaths they attributed to Prozac. Representatives from 
FDA, NIMH and Lilly also gave presentations. FDA gave an update on the very 
substantial number of spontaneous reports of suicidality in association with Prozac 
use, but also noted the marked increase in reporting following the publication of the 
Teicher paper and the publicity about the paper. A representative from NIMH gave 
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their perspective on the issue, essentially making the case that depression is a seri- 
ous disorder that itself is associated with suicidality, and arguing that the data 
available to date did not support the view that anti-depressants further increase the 
risks of suicidality in this population. Finally, Lilly presented the results of its anal- 
ysis of data pooled over its extensive clinical trials, revealing no signal of increased 
suicidality in association with the use of Prozac. Following these presentations, a 
majority of the Advisory Committee members concluded that there was no clear evi- 
dence of an increased risk of suicidality in association with Prozac, and did not rec- 
ommend any changes to Prozac labeling. 

Over the next several years, researchers accumulated additional data as new anti- 
depressant drugs came to market. All of these additional data related to the treat- 
ment of adults. In recent years, several groups have conducted pooled analyses of 
data on completed or attempted suicides from these studies in an effort to identify 
a possible signal of risk from active treatment. They have also searched for risk sig- 
nals from patients assigned to a placebo group, since some have challenged the use 
of placebo controls in a disease with potentially serious outcomes. Arif Khan, a psy- 
chiatrist from the Northwest Clinical Research Center, and other researchers pub- 
lished a paper in 2000 based on adult data obtained from FDA reviews. Dr. Khan 
concluded that the risk of completed suicide was the same, regardless of treatment 
assignment. A similar study reached the same conclusion. FDA researchers also 
analyzed completed suicides in 234 randomized controlled depression trials of 20 
anti-depressant drug products. Based on all our analyses to date of these data, we 
reached a similar conclusion: there does not appear to be an increased risk of com- 
pleted suicide associated with assignment to either active drug or placebo in adults 
with MDD. 


ANTI-DEPRESSANTS AND SUICIDALITY IN PEDIATRIC PATIENTS 

Whether anti-depressant drug use causes suicidal thinking or behavior in pedi- 
atric patients (or adults) is a critically important question that we must answer in 
a careful, thoughtful manner. A premature conclusion or emphasis in either direc- 
tion could have adverse consequences for those who are suffering from depression. 
Missing or understating a signal of increased risk of suicidality could result in 
greater reassurance than is warranted about the safety of these drugs, insufficient 
attention to the patients being treated, and perhaps too casual use of the drugs. On 
the other hand, overstating the risk could result in overly conservative use of these 
drugs or excluding their use for the pediatric population, and inadequate treatment 
of a potentially fatal condition. Below we discuss the origins of the concern that 
anti-depressants could provoke suicidal ideation in children. 

USE OF ANTI-DEPRESSANTS IN THE PEDIATRIC POPULATION 

Many people have expressed concern about pediatric use of products approved for 
MDD in adults where clinical trials in children were negative. Prozac is the only 
product for which efficacy has been established sufficiently to meet FDA’s standards 
for approval in the pediatric population. To date, clinical trials evaluating six other 
current generation anti-depressants approved for adults have not met FDA’s stand- 
ards for establishing efficacy in the child/adolescent population. Nevertheless, there 
is widespread belief among treating physicians that these products do in fact work 
and that the “negative” results are in fact inconclusive. Negative trials are not nec- 
essarily informative in MDD trials because they may be an indication of inadequate 
trials rather than evidence of benefit. 

Because Prozac is the only product for which efficacy has been establish for treat- 
ment of pediatric/adolescent MDD, it is often the first product prescribed by a physi- 
cian. However, in 30-40 percent of cases, Prozac does not work for the patient. In 
such cases, it is standard care for physicians to prescribe one of the other current 
generation anti-depressants approved for adults. The older medications, tricyclic 
anti-depressants (TCAs) and monoamine oxidase inhibitors (MAOIs), have not been 
approved for use in pediatric/adolescent population. Moreover, as noted previously, 
they are of limited value in the pediatric population because of serious, potentially 
life-threatening adverse events. They may cause life-threatening arrhythmias in 
overdose or even at normal doses in individuals who are unable to efficiently metab- 
olize these drugs. 

FDAMA AND BPCA STIMULATE NEW PEDIATRIC SUICIDALITY DATA 

The question of suicidality arose in the course of FDA’s review of clinical trials 
of anti-depressants in children. When Congress enacted the FDA Modernization Act 
(FDAMA) in 1997, it provided incentives to manufacturers to conduct pediatric clin- 
ical trials. Section 111 of FDAMA authorized FDA to grant additional marketing ex- 
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clusivity (known as pediatric exclusivity) to pharmaceutical manufacturers that con- 
duct studies of their drugs in pediatric populations. To qualify for pediatric exclu- 
sivity, sponsors must conduct pediatric studies according to the terms of a Written 
Request from FDA and submit the results of those studies in a new drug application 
or supplement. Congress renewed this authority in 2002, in the Best Pharma- 
ceuticals for Children Act (BPCA). 

BPCA contains important, new disclosure requirements. For studies other than 
those submitted under the BPCA, the Agency generally may not publicly disclose 
information contained in investigational new drug applications, unapproved new 
drug applications, or unapproved supplemental new drug applications. Only after a 
new drug application or supplemental new drug application is approved can the 
Agency make public certain summary information regarding the safety and effec- 
tiveness of the product for the approved indication. However, section 9 of BPCA re- 
garding the dissemination of pediatric information gives the Agency additional dis- 
closure authority and differs from FDA regulations that generally preclude the 
Agency from disclosing to the public information in an unapproved application. 
BPCA requires that, no later than 180 days after the submission of studies con- 
ducted in response to a Written Request, the Agency must publish a summary of 
FDA’s medical and clinical pharmacology reviews of those studies. Moreover, we 
must publish this information regardless of whether the action taken on the pedi- 
atric application is an approval, approvable, or not-approvable action. Thus, al- 
though under FDAMA information on pediatric studies conducted in response to 
Written Requests is not available until after the supplemental application is ap- 
proved, under BPCA, a summary of FDA’s medical and clinical pharmacology re- 
views of pediatric studies, conducted in response to a Written Request issued under 
BPCA, is publicly available irrespective of the action taken on the application. 

BPCA WRITTEN REQUESTS FOR ANTI-DEPRESSANTS 

Prior to the enactment of BPCA, under the pediatric exclusivity authority of 
FDAMA, FDA issued seven Written Requests to manufacturers of drugs approved 
for the treatment of depression (Prozac, Zoloft, Remeron, Paxil, Celexa, Serzone, and 
Effexor). The sponsors of three of these drugs (Prozac, Zoloft, and Remeron) per- 
formed the studies and submitted the reports of their studies before FDAMA ex- 
pired on January 1, 2002 (and thus, before BPCA took effect). The manufacturers 
of two of these drugs, Prozac (which has been approved for the treatment of pedi- 
atric depression) and Zoloft (which was studied but not approved for the treatment 
of pediatric depression) received pediatric exclusivity for having conducted studies. 
The third sponsor, the manufacturer of Remeron, did not receive pediatric exclu- 
sivity. Under FDA’s general disclosure provisions regarding the availability of data 
and information in approved applications, information on the approved pediatric use 
of Prozac is publicly available at: http://www.fda.gov/cder/foi/nday2003/18936s 
064 Prozac.htm. Just as it has for other product approvals, FDA posted this infor- 

mation because we granted approval for Prozac for use in treating pediatric depres- 
sion. The pediatric data for Zoloft and Remeron would not normally be available for 
public disclosure because their pediatric supplements have not yet been approved. 
However, FDA nonetheless asked the sponsors to allow us to make summaries of 
these studies public. The sponsors agreed to our request and summaries are now 
available on FDA’s website at: http://www.fda.gov/cder/pediatric/Summary 
review.htm. 

Following enactment of BPCA in January 2002, FDA determined that the provi- 
sions of this new law should apply as broadly as possible to outstanding Written 
Requests for which studies had not yet been submitted. In a July 2002 letter, the 
Agency notified drug sponsors with outstanding Written Requests issued under 
FDAMA that FDA considered those Written Requests to be reissued under BPCA. 
In its July 2002 letter, FDA further advised manufacturers that any studies sub- 
mitted in response to the reissued Written Requests would be subject to the terms 
of the BPCA, including, among other things, the provisions governing public avail- 
ability of study summaries. However, the Written Requests for three anti-depres- 
sants (Pcixil, Celexa, and Serzone) were not considered as reissued under BPCA in 
July 2002 because the manufacturers had already submitted their pediatric studies 
to the Agency before FDA issued its July 2002 letter (albeit after BPCA was en- 
acted). Therefore, FDA considered the studies for Paxil, Celexa, and Serzone, to 
have been submitted under FDAMA; did not consider their Written Requests to be 
reissued, and did not apply the public disclosure provisions of BPCA to these stud- 
ies. Nonetheless, the Agency has received permission from the sponsors of these 
drugs to post summaries of the safety and effectiveness reviews of their pediatric 
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studies on FDA’s website, and this information appears at: http://www.fda.gov/cder/ 
pediatric/Summaryreview.htm. 

Only one of the outstanding and reissued Written Requests under BPCA was for 
studies relating to the treatment of pediatric depression. This Written Request was 
for Effexor. FDA granted pediatric exclusivity for this product and posted the study 
summaries on the FDA Pediatric Summary Review website, according to the re- 
quirements of BPCA. No new Written Requests for anti-depressants have been 
issued since the passage of the BPCA. 

We want to emphasize that although these anti-depressants have all been shown 
to be effective in adults, in its Written Requests FDA asked manufacturers to con- 
duct two pediatric studies because we knew from experience that it is very difficult 
to show the effectiveness of anti-depressants in children. In all studies submitted 
in response to Written Requests, no completed suicides occurred in the trials. None- 
theless, FDA reviewers of these Written Requests identified a suicidality concern 
during the course of their review. 

RESULTS OF THE PAXIL WRITTEN REQUEST 

FDA has been reviewing the results of anti-depressant studies in children since 
June 2003 after an initial report on studies with paroxetine (tradename, Paxil) ap- 
peared to suggest an increased risk of suicidal thoughts and actions in the children 
given Paxil, compared to those given placebo. During the review of the supplemental 
new drug application submitted by (GlaxoSmithKline (GSK) for the use of Paxil in 
children, FDA reviewers noted a greater number of adverse events coded under the 
term “emotional lability” in patients treated with Paxil compared to the placebo 
group. FDA reviewers in the Division of Neuropharmacological Drug Products 
(DNDP) of FDA’s ODER noted this in some, but not all, of the Paxil studies. The 
reviewers also noted that the actual events coded under this term included suicidal 
thoughts and attempts as well as a wide range of other events. 

In an effort to better understand these events and to focus on suicidal thoughts 
or behavior, DNDP asked the sponsor to reanalyze its data and better characterize 
the adverse events identified under the term “emotional lability.” This FDA request 
resulted in additional work by GSK and a report on suicidality, submitted first to 
the UK (UK), and, shortly thereafter, to FDA. 

GSK APPROACH TO ACCUMULATING PAXIL SUMMARY DATA 

GSK’s re-analysis of the Paxil data focused exclusively on placeho-controlled trials 
(of which there were six). This has heen FDA’s focus as well. As noted earlier, in 
their original pediatric supplement, GSK classified adverse events suggestive of 
suicidality (as well as various other behavioral events) under the general term “emo- 
tional lability.” In response to our request for a separate approach to better identify 
events that suggested suicidality, GSK conducted searches to find events of poten- 
tial interest. GSK’s adverse event data was in an electronic file that allowed them 
to search for text strings that suggested suicidality, e.g. “overdose,” “suic,” “hung,” 
“cut,” etc. The company conducted a blind evaluation of all events detected by this 
text search to select those considered possibly suicide-related. A subset of these 
events that could represent self-harm was then classified by GSK as suicide at- 
tempts. GSK’s examination of events was limited to those occurring within 30 days 
of the patient’s last dose. 

GSK submitted its report to FDA on May 22, 2003. This report suggested an in- 
creased risk (Peixil vs. placebo) of various thoughts and behaviors coded as events 
considered “possibly suicide related.” In addition, there was a suggestion of in- 
creased risk for the subgroup of events that met the sponsor’s criteria for “suicide 
attempts.” The signal for increased risk was clearest in 1 of the 3 trials involving 
pediatric patients with MDD. 

It is important to note that these analyses were difficult because investigators 
used a large variety of terms to describe what might have been suicidal behavior 
and provided variable amounts of detail when identifying these events. The stand- 
ard assessments of depression used to evaluate effectiveness all had an item indi- 
cating suicidal thoughts, and an evaluation of these scales showed no increased 
suicidality compared to placebo. However, the trials were not designed to focus on 
the question of suicide risk with drug treatment. To address this concern, we plan 
to develop guidance for subsequent trials that will lead to a standard nomenclature 
and assessment by investigators. 

INITIAL RESPONSE TO SIGNAL OF INCREASED RISK OF SUICIDALITY FOR PAXIL 

The reaction to the GSK report by the Medicines and Healthcare Regulatory 
Agency (MHRA) in the UK was to issue a public statement explicitly stating that 
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Peixil “should not be used in children and adolescents under the age of 18 years to 
treat depressive illness,” and to institute a labeling change contraindicating Paxil 
in pediatric MDD. 

On June 6, 2003, Dr. Russell Katz, the director of DNDP, asked the Office of Drug 
Safety (ODS) to perform a consult review of the newly submitted GSK safety data. 

Dr. Katz requested that ODS assign Dr. Andrew Mosholder as the primary re- 
viewer for the consult because Dr. Mosholder had previously been involved in re- 
viewing data on the safety and efficacy of anti-depressants and had generated the 
original request to GSK. On June 19, 2003, FDA issued a public health advisory 
stating that: “Although FDA has not completed its evaluation of the new safety 
data, FDA is recommending that Paxil not be used in children and adolescents for 
the treatment of [major depressive disorder].” 

FDA also requested data similar to that submitted by GSK from the manufactur- 
ers of eight other anti-depressant drugs that were studied in children. On July 22, 
2003, the Agency sent requests for data to the manufacturers of the following drugs: 
Prozac, Zoloft, Luvox, Celexa, Wellbutrin, Effexor, Serzone, and Remeron. In those 
letters, we asked manufacturers to identify suicide-related events for their pediatric 
studies in a blinded manner using two search strategies. We modeled our request 
to these manufacturers on the approach used by GSK, and asked manufacturers to 
conduct an electronic search for text strings relevant to suicidality similar to the ap- 
proach employed for Paxil. We also asked manufacturers to blindly search narrative 
summaries for any serious adverse events to identify additional instances of “sui- 
cide-related events.” 

FDA RE-REVIEW OF DATA FROM PEDIATRIC SUPPLEMENTS FOR OTHER ANTI- 
DEPRESSANTS 

While waiting for the various manufacturers of anti-depressants other than Paxil 
to respond, we went back to the adverse event data in the pediatric supplements 
for the other eight drugs to re-examine the question of suicidality. Our major ques- 
tion was whether there were other anti-depressants with possible signals of in- 
creased risk for suicidality, as was observed for Peixil. 

There were several limitations to this re-examination. First, the methods for de- 
tecting and coding events were not standard across these studies. Second, because 
we wanted to have categories similar to those used for the Paxil data for purposes 
of comparison across drug programs, we classified events described in the adverse 
event listings for these drug programs into two categories: “possibly suicide-related” 
and “suicide attempt.” One obvious flaw in this approach was that FDA’s reviewer 
was not blinded during this reclassification process. Nevertheless, we believed this 
re-examination of summary data might shed some light on the possibility of signals 
emerging from other anti-depressant programs. We discovered that there were sig- 
nals of increased risk of suicidality for patients assigned to drugs other than Paxil. 
We also found that the findings were not consistent across the studies, even for indi- 
vidual drugs. 

AUGUST 2003 EFFEXOR LABELING CHANGE AND FDA’S RESPONSE 

While we were beginning to receive responses to our requests for summary data 
from the sponsors for the other anti-depressants, Wyeth Pharmaceuticals, the man- 
ufacturer of Effexor and Effexor XR, decided to make labeling changes for its prod- 
ucts to address reports of suicidality and hostility. Sponsors have the authority to 
make changes to strengthen labeling to address safety issues without prior FDA ap- 
proval. This action was based on the company’s re-analyses of data from the Effexor 
pediatric trials. The labeling change was the addition of a statement to the “Usage 
in Children/Pediatric Use” section in the “Precautions” section of the label to note 
increased reports of hostility and suicidality. This labeling change was accompanied 
by an August 22, 2003, “Dear Health Care Professional” letter noting the findings 
and noting that these products are not recommended for use in pediatric patients. 

In September 2003, the UK MHRA issued a regulatory response on Effexor simi- 
lar to its response to the report on Paxil suicidality data. It issued a public state- 
ment advising prescribers against the use of Effexor for the treatment of pediatric 
MDD. This statement was accompanied by a labeling change to contraindicate the 
products for that pediatric indication. FDA did not take any specific regulatory ac- 
tion on Effexor because we viewed the data as preliminary. Like data for other anti- 
depressant drug products, it required a more detailed review. 

SEPTEMBER 2003 FDA INTERNAL REGULATORY BRIEFING 

An important milestone in our consideration of the pediatric suicidality data was 
the September 16, 2003, internal briefing for upper level ODER management. This 
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briefing occurred at a time when we only had a preliminary review of the summary 
data for Peixil and a crude internal re-analysis of suicidality data from the other pe- 
diatric supplements. We had not yet received and reviewed the requested new anal- 
yses from all the sponsors of pediatric drugs. 

There were several agreements reached at this meeting, including two that were 
of particular importance for our further plans to address this issue. We recognized 
that we had cast a very broad net to attempt to capture events of potential interest 
for possible suicidality. This was appropriate, but it meant that individual cases 
needed closer examination to determine what they actually represented. Our first 
conclusion was that it would be useful to try to have all events of potential interest 
blindly reclassified by outside experts in suicidality in order to have greater con- 
fidence in what the signals represented. This conclusion eventually led to the Co- 
lumbia Classification Project, described in greater detail below. Second, because it 
was apparent that there was inconsistency in the signals of suicidality among the 
individual studies of the various drugs, we also concluded that it would be useful 
to attempt to obtain patient-level data sets for all of these trials. This would permit 
analyses that are more refined and allow adjustments for potentially important co- 
variates. These agreements strongly influenced the subsequent course of our efforts 
to better understand these data. 

RESPONSES TO FDA’S REQUEST FOR SUMMARY DATA FOR OTHER ANTI-DEPRESSANTS 

The responses to FDA’s request for summary data for all of the anti-depressants 
arrived by late September 2003. These responses were received within DNDP and 
forwarded to Dr. Mosholder in ODS as they arrived, over roughly a six-week period. 
Unfortunately, as we began reviewing these responses, it became clear that different 
sponsors had interpreted the July 22, 2003, request differently. This caused us to 
doubt whether all eight manufacturers used similar approaches in selecting, 
classifying, and presenting cases of suicidality for review. There was also a concern, 
due to the methods used by the manufacturers to search their database, about the 
possibility that manufacturers had not captured all adverse events of potential in- 
terest. 

This impression was confirmed when we spoke to individual manufacturers about 
their approach to our request. In retrospect, the algorithm we had provided to 
search for potential events and select patients experiencing those events was not 
sufficiently detailed to result in a common understanding. This discovery presented 
a major hurdle in our evaluation of these data, because we needed to have con- 
fidence in the thoroughness and uniformity of the methods used to gather and clas- 
sify these cases. We realized that we would need to be more certain that manufac- 
turers captured all relevant cases, and that the relevant cases were appropriately 
classified. 

Greater certainty on this point was necessary to accurately assess the ability of 
these drugs to provoke suicidality. For example, we did not receive complete descrip- 
tions of how manufacturers conducted searches or why manufacturers included or 
excluded individual cases. In at least one case, the search for and classification of 
cases was not conducted in a blind manner to avoid bias. In another case, what ap- 
peared to be a strong signal in our preliminary analysis of the previously submitted 
data became a weak signal on re-analysis by the manufacturer. In all, we concluded 
that we needed to better understand the classification and analysis process. 

FDA DECISION ON INDEPENDENT RECLASSIFICATION OF CASES 

FDA also was concerned about case definition and selection by manufacturers in 
response to our July 22, 2003, letters. We noted substantial differences across dif- 
ferent drug products in the selection of cases included as suicide attempts. Some 
sponsors decided to include essentially all captured events as suicide attempts, even 
though there was clearly not enough information in some of the cases to justify such 
a classification. 

For example, there was concern about a number of the adverse events classified 
under the category “possibly suicide related.” In one case, a young girl slapped her- 
self on the face and researchers coded this as a suicide attempt. A number of other 
events coded as “suicide attempts” involved children who had engaged in superficial 
cutting behavior and children who had ingested small numbers of pills in sight of 
parents. Such events, while of concern in their own right, would not necessarily be 
an indication of suicidal behavior. 

This confirmed the view reached tentatively at our September 2003 internal regu- 
latory briefing of the need to have potential events blindly reclassified by an inde- 
pendent group. Although we briefly considered doing this internally, we rejected this 
idea because FDA did not have the expertise in suicidality to conduct such a large 
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reclassification effort. Furthermore, most employees who might logically participate 
in such an effort had already seen many of the cases. These reviewers could also 
be biased because they were aware of the treatment assignment (drug or placebo). 

FURTHER REQUESTS FOR DATA/INITIATE THE “COLUMBIA” STUDY 

Thus, we began to look outside the Agency and initiated a series of discussions 
with outside experts. Although we found several experts interested in such an effort, 
there remained the problem of who could coordinate this work and establish meth- 
ods and criteria for reclassification. 

Columbia University not only had well-recognized expertise in adolescent 
suicidality, but also had developed an approach to classif 3 dng events that possibly 
were representative of suicidality, and this approach precisely fit our needs. We con- 
ducted extensive discussions with this group in order to establish a contract to ac- 
complish this reclassification of cases and to work out the details of a standard ap- 
proach to finding all relevant cases and setting up categories for the reclassification 
effort that would meet our needs. 

Additionally, as we reviewed the summary data provided by the various sponsors 
in response to our July 22, 2003, letters, we again noted an inconsistency in results 
across trials, even within individual programs, that we had observed in our re-re- 
view of the pediatric supplements. To further address this issue, on October 3, 2003, 
DNDP requested patient-level data sets from all manufacturers of the nine anti-de- 
pressant drugs. The availability of these more detailed data has permitted FDA to 
perform a more refined analysis, taking into consideration possible imbalances 
across study groups in these trials. In order to ensure that we had a complete cap- 
ture of all relevant events that might possibly be related to suicidality for these 
trials, we issued follow-up requests to our 

JULY 2003 LETTERS; THESE REQUESTS WERE MADE ON NOVEMBER 24 AND DECEMBER 

9, 2003. 

This complete set of narratives was sent to Columbia University for review by a 
panel of international pediatric suicidality experts. This group was assembled to un- 
dertake a blinded review of the reported behaviors using a rigorous classification 
system. 

FDA’s OCTOBER 2003 UPDATED PUBLIC HEALTH ADVISORY AND TALK PAPER 

FDA issued an updated Public Health Advisory and Talk Paper on October 27, 
2003, based on our assessment of the pediatric suicidality data at that time. Al- 
though we indicated that preliminary data suggested an excess of reports of 
suicidality for several anti-depressant drugs, we noted the need for additional data 
and analysis. We also noted that we intended to bring this issue to an advisory com- 
mittee meeting. We advised caution in the use of any of these drugs in treating pe- 
diatric MDD, and reminded prescribers of the standard language already in anti- 
depressant labeling alerting clinicians to the need for close supervision of high-risk 
patients, particularly during initial onset of drug therapy. 

DECEMBER 2003 UK MHRA ACTION ON ANTI-DEPRESSANT TREATMENT OF PEDIATRIC MDD 

The UK MHRA made a public announcement on December 10, 2003, indicating 
that, in addition to its earlier statements regarding the contraindications of Paxil 
and Effexor in pediatric MDD, it was now also contraindicating all SSRI anti-de- 
pressants except Prozac for this condition. This announcement noted that the risk 
to benefit profile could not be assessed for Luvox, and that, the risk to benefit profile 
is favorable in pediatric MDD for Prozac only. Serzone and Wellbutrin are not ap- 
proved drug products in the UK. Remeron is an approved product in the UK, but 
MHRA has offered no specific comment on the pediatric data for this drug. 

FDA’s FEBRUARY 2, 2004 ADVISORY COMMITTEE MEETING 

FDA uses advisory committees to gain expert advice about scientific and public 
health issues and/or regulatory decisions. In preparing for an advisory committee 
meeting, scientific team leaders, supervisors and managers — seasoned regulatory 
scientists with drug development and public health expertise — exercise scientific 
judgment in synthesizing issues to be brought before advisory committees. This 
process is designed to ensure that an advisory committee considering an issue is 
provided with sufficient data and information to fully discuss the issues. 

While ODER was conducting its more in-depth review of the data from the pedi- 
atric clinical trials, planning was also under way to hold a meeting of the PDAC 
on 
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February 2, 2004. Because the BPCA mandates a review of the post-marketing 
safety data for products that have been granted pediatric exclusivity, this meeting 
was convened to review the post-marketing safety reporting for a number of prod- 
ucts (not limited to anti-depressants). One of the drugs scheduled for discussion at 
the February 2, 2004, Advisory Committee meeting was Peixil. 

In planning for the discussion of the safety of the use of Paxil in children, the 
Agency initially intended to broaden the PDAC meeting to include a discussion of 
the Agency’s review of the safety concerns arising from the data on the use of anti- 
depressants in children, as these concerns were clearly of public interest. However, 
as the reviews and meeting planning progressed, it became clear that the additional 
analyses of the data from the clinical trials of anti-depressants in children, particu- 
larly the Columbia analysis, would not be completed in time to present the Agency’s 
final assessment of these data at the Advisory Committee meeting. 

The Agency decided to proceed with the plans to discuss the post-marketing safety 
data for Paxil at the meeting, to brief the Advisory Committee on the Agency’s 
progress in evaluating data from the clinical trials of anti-depressants in children, 
and to solicit advice and comment regarding the Agency’s plans for further analyses. 
The plan included returning to the Advisory Committee for another meeting once 
the Agency’s more definitive analyses of the clinical trial data were complete. This 
would allow us to solicit Advisory Committee input before taking further regulatory 
action. 

While CDER was moving ahead with plans for the February 2, 2004, Advisory 
Committee meeting. Dr. Mosholder was nearing completion of his review of the data 
from the clinical trials provided in response to our July 22, 2003, request. Based 
on his review, he believed that the available data were sufficient to reach a conclu- 
sion about an association between the use of anti-depressants and suicidality in chil- 
dren and to recommend additional regulatory action, without the need for the more 
in-depth case classification or analyses that had already been initiated by DNDP. 
Dr. Mosholder shared his conclusions with his supervisors and with the DNDP/ODE 
I review team involved in reviewing this issue. The review team and Dr. 
Mosholder’s direct supervisors did not agree that the available data were sufficient 
to reach a conclusion and believed that definitive action should await the re-analysis 
by Center staff using the Columbia data. There was a discussion within the DNDP/ 
ODE I review team, as well as higher CDER management including Drs. Katz, 
Laughren, and Temple, as to whether 

Dr. Mosholder’s scientific and regulatory conclusions on the data should be pre- 
sented in some form at the February meeting, given that they did not represent the 
Agency’s (but rather an individual staff member-s) determination; it was concluded 
that they should not be. 

However, at the February 3, 2004, meeting. Dr. Laughren did present the data 
that led Dr. Mosholder to his conclusions, although not in detail. These data plainly 
showed an excess of suicidality in individual studies and across the studies as a 
group. 

Dr. Laughren also explained the Agency’s reservations about the classification. 

Dr. Katz also acknowledged in his presentation to the Advisory Committee that 
some reviewers had reached a conclusion that the data were sufficient to conclude 
that there was a link between anti-depressant use and suicidality in children. The 
Agency did not present Dr. Mosholder’s conclusion in detail because of concerns that 
this would have given his determination the appearance of an Agency position be- 
fore the Agency had made such a determination. This could have been harmful to 
the public health because it might have led patients who were actually benefiting 
from the use of these drugs to inappropriately discontinue therapy with potentially 
dire consequences, or to avoid treatment when it might be the best option. 

Senior CDER staff believed that the best way to serve the public health on this 
very complex and important issue was to: 1) disclose the available publicly releas- 
able safety data during the Advisory Committee meeting; 2) describe the limitations 
of those data in supporting a definitive conclusion; and, 3) describe the Agency’s 
plans to further evaluate the data. The Agency realized its responsibility to the pub- 
lic to find the right answer to this question. A premature conclusion that these 
drugs are harmful (when used in the pediatric population) that does not hold up 
during a more careful review would be a disservice to the public health given the 
serious and potentially life-threatening nature of severe depression. This is of par- 
ticular concern since there are no acceptable therapeutic alternatives for health care 
providers and their pediatric patients with depression. 
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Oder’s decision-making process on safety issues 

Oder’s decision-making process is designed to ensure that regulatory actions or 
policy formulation take into consideration an array of perspectives and concerns de- 
signed to advance public health. The process requires that primary reviewers, team 
leaders, supervisors, and managers work together effectively. 

In the free and open discussion of ODER issues within a scientific and regulatory 
environment, we expect differing professional judgments/opinions. Individual em- 
ployees are strongly encouraged to discuss their views with co-workers. A number 
of opportunities are available to discuss and resolve scientific differences and en- 
hance decision-making. These include meetings among review teams, meetings with 
the supervisory and management chains within the Center and Agency, meetings 
with sponsors, ODER regulatory briefings and Advisory Committee meetings. 

It is never the goal of these discussions to pressure or convince reviewers to reach 
any particular conclusion, or to reach a different conclusion that they have already 
reached, but only to provide a forum for a free exchange of views by all. After con- 
sidering all of the relevant data and arguments, individual reviewers are expected 
to write reviews that reflect their best judgment. If their supervisor disagrees with 
their conclusions and/or recommendations, the supervisor documents the disagree- 
ment, and the resolution of the disagreement, in the official administrative file on 
a matter. 

FDA’s MARCH 2004 ADVISORY: NEW WARNING STATEMENT IN LABELING 

At the February 2, 2004, Advisory Committee meeting, experts raised concerns 
about the possible relationship between anti-depressant drug products and suicidal 
behavior and suicidal ideation and supported a labeling change to warn of possible 
suicidality. On March 22, 2004, FDA responded to these concerns by issuing a Pub- 
lic Health Advisory and asked manufacturers of Prozac, Zoloft, Paxil, Luvox, Celexa, 
Lexapro, Wellbutrin, Effexor, Serzone and Remeron to include a warning statement 
in their labeling recommending close observation of adult and pediatric patients 
treated with these drugs for worsening depression or the emergence of suicidality. 

In this statement, the Agency informed the public that symptoms such as anxiety, 
agitation, panic attacks, insomnia, irritability, hostility, impulsivity, akathisia, 
hypomania, and mania have been reported in adult and pediatric patients who are 
being treated with anti-depressants for MDD. We warned that patients who experi- 
ence one or more of these symptoms might be at an increased risk for worsening 
depression or suicidality. The Agency pointed out that we did not know whether the 
drugs increased suicidality but warned that medications may need to be evaluated 
and perhaps discontinued when symptoms are severe, abrupt in onset, or not part 
of the patient’s presenting symptoms. FDA urged health care providers to instruct 
patients, their families, and their caregivers to be alert for the emergence of agita- 
tion, irritability, and the other symptoms described above, as well as the emergence 
of suicidality and worsening depression, and to report such symptoms immediately 
to their health care provider. 


“COLUMBIA” STUDY RESULTS 

The Columbia group submitted its completed review to FDA in July 2004. FDA 
then developed its analysis of the pediatric suicidality data based on the case classi- 
fications provided by Columbia University. While there were findings among these 
data suggestive of an increased risk of suicidality for some of these drugs, inconsist- 
encies remained in the results, both across trials for individual drugs and across 
drugs. Thus, an overall interpretation of these findings represented a substantial 
challenge to the Agency. The Agency brought these findings to the 
Psychopharmacologic Drugs and Pediatric Advisory Committees in September 2004 
for further consideration. 

FDA’s AUGUST 2004 ADVISORY: AGENCY PLAN TO PRESENT DATA TO ADVISORY 

COMMITTEES 

As part of its commitment to keep the American public fully informed about the 
status of its review of data concerning the use of anti-depressants in pediatric pa- 
tients, on 

August 20, 2004, FDA informed the public of its detailed plan to present new data 
to the Psychopharmacologic Drugs and the Pediatric Advisory Committees. This new 
data, which FDA posted on its website, included the Agency’s interpretation and 
analyses of pediatric suicidality data based on information obtained from the Colum- 
bia Study. In addition, the Agency sought advice on appropriate regulatory actions, 
such as labeling changes to ensure that the labels of anti-depressants used in pedi- 
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atric patients reflect the most recent information obtained from current studies and 
analyses. 

As we noted previously, FDA also announced that it posted additional summaries 
on its web site of pediatric efficacy studies for drugs that have been studied for de- 
pression in pediatric patients. These summaries are for Paxil, Celexa, Serzone, 
Zoloft and Remeron. Although specific new labeling language has yet to be devel- 
oped, FDA will work to assure that the labels of the anti-depressants used in pedi- 
atric patients reflect the most recent information obtained from these studies and 
analyses. 


FDA’s SEPTEMBER 13-14, 2004 ADVISORY COMMITTEE MEETING 

On September 13 and 14, 2004, a joint meeting was held between the 
Psychopharmacologic Drugs and Pediatric Advisory Committees to consider the oc- 
currence of suicidality in the course of treatment of pediatric patients with various 
anti-depressants. The primary focus of FDA’s presentations at the September 2004 
meeting was to provide committee members with (1) a detailed description of FDA’s 
approach to evaluating and analyzing the pediatric suicidality data, and (2) the re- 
sults of this work. The Agency also included presentations on related studies, in 
particular, several pertinent epidemiological studies and TADS (Treatment of Ado- 
lescents with Depression Study). Committee members heard presentations by both 
FDA staff and experts in pediatric suicidality from the academic community outside 
of FDA. 

The overall consensus of the committee was an endorsement of FDA’s approach 
to classifying and analyzing the suicidal events and behaviors observed in the con- 
trolled clinical trials. Committee members expressed their view that the new anal- 
yses increased their confidence in the results. Further, the committee members con- 
cluded that the finding of an increased risk of suicidality in pediatric patients ap- 
plied to all the drugs studied (Prozac, Zoloft, Remeron, Paxil, Effexor, Celexa 
Wellbutrin, Luvox and Serzone) in controlled clinical trials. In addition, the mem- 
bers: 

• recommended that the products not be contraindicated in this country because the 

Committees thought access to these therapies was important for those who 
could benefit; 

• recommended that the results of controlled pediatric trials of depression be in- 

cluded in the labeling for anti-depressant drugs; 

• recommended that any warning related to an increased risk of suicidality in pedi- 

atric patients should be applied to all anti-depressant drugs, including those 
that have not been studied in controlled clinical trials in pediatric patients, 
since the available data are not adequate to exclude any single medication from 
an increased risk; 

• reached a split decision (15-yes, 8-no) regarding recommending a “black-box” 

warning related to an increased risk for suicidality in pediatric patients for all 
anti-depressant drugs; and 

• endorsed a patient information sheet (“Medication Guide”) for this class of drugs 

to be provided to the patient or their caregiver with every prescription. 

FDA’s SEPTEMBER 17 ANNOUNCEMENT REGARDING SSRIS 

On September 17, FDA announced that the Agency generally supports the rec- 
ommendations made to the Agency by the Psychopharmacologic Drugs and Pediatric 
Advisory Committees regarding reports of an increased risk of suicidality (suicidal 
thoughts and actions) associated with the use of certain anti-depressants in pedi- 
atric patients. FDA has begun working expeditiously to adopt new labeling to en- 
hance the warnings associated with the use of anti-depressants and to bolster the 
information provided to patients when these drugs are dispensed. 

EFFECTIVENESS DATA FOR ANTI-DEPRESSANTS IN PEDIATRIC MDD 

To date, much of the focus has been on pediatric suicidality and the safety of anti- 
depressant drug products. However, it is also important to consider the efficacy data 
for these drugs because a risk-benefit assessment is important to clearly understand 
the benefit side of this equation. Of the seven products studied in pediatric MDD 
(Prozac, Zoloft, Paxil, Celexa, Effexor, Serzone and Remeron), FDA’s reviews of the 
effectiveness data resulted in only one approval (Prozac) for pediatric MDD. (In Jan- 
uary 2003, FDA approved Prozac for the treatment of children and adolescents ages 
7 to 17 for depression and obsessive-compulsive disorder.) 

Overall, the efficacy results from 15 studies in pediatric MDD do not support the 
effectiveness of these drugs in pediatric populations. It is understandable that peo- 
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pie might conclude that these data show that the drugs, except for Prozac, have no 
benefit in pediatric MDD. We think that conclusion is premature, however. 

There are many reasons, other than lack of effectiveness, for studies to fail to 
show benefit. This phenomenon is a particular problem in depression, and even 
more so in pediatric depression. 

To begin with, in adult MDD programs for drugs approved for this indication, the 
overall failure rate for studies that appear in every respect to be adequate trials is 
about 50 percent. This indicates that showing effectiveness in depression is not 
easy. In fact, because we expected this difficulty, our Written Requests to sponsors 
asked for two studies, not the one that would have been more typical. 

Additionally, the history of pediatric MDD studies with the tricyclic anti-depres- 
sants (TCAs) is uniformly negative. This finding may have several possible expla- 
nations, including flaws in study design or conduct, or the possibility that TCAs 
simply do not work in pediatric MDD. It is also possible, however, that there is even 
greater heterogeneity among pediatric patients who meet criteria for MDD than is 
true for adults. If true, this would also work against study success in pediatric 
MDD. 

Finally, the context in which sponsors conducted these studies may not have been 
ideal. Sponsors do not need positive results when conducting a study in response 
to a Written Request in order to gain exclusivity. The studies simply must be con- 
ducted according to the terms of the Written Requests, and the results submitted 
to meet deadlines specified in those requests. We are not suggesting that sponsors 
of these studies did not design and conduct them with good intent and according 
to high standards. We merely point out that the failure of a drug registration trial 
to show a drug effect represents a more significant loss for the sponsor (i.e., the non- 
approval of the drug) than the failure of a study in response to a Written Request. 
We do not know whether this could have influenced the conduct of the study in sub- 
tle ways that might have worked against getting a positive result, e.g., in recruit- 
ment of patients. As an example of how our thought process has changed since the 
time we issued the Written Requests, if we were to make a Written Request today 
for an anti-depressant, we would ask that the trial include a Prozac arm as well 
as placebo to confirm the ability of the study to demonstrate effectiveness. . 

Nevertheless, the failure of most of these programs to show a benefit in MDD 
heightens the concern about the drugs ability to induce suicidality. The burden is 
clearly upon those who believe these drugs do have benefits in pediatric MDD to 
design and conduct studies that are capable of demonstrating such benefits. The 
problem for practitioners is what to do in the face of the uncertainty. Practitioners 
must consider the generally negative findings in the context of several other facts. 

In all but one of the failed drugs, there were only two studies in pediatric MDD. 
For the remaining failed drug, there were three pediatric MDD studies. Among the 
failed drugs, there was one drug where one of the two studies was positive (Celexa), 
and two others (Zoloft and Serzone) where the results, while negative by our usual 
standards, were at least trending toward positive in one of the two studies. 

It has been observed that the published literature gives a somewhat different per- 
spective, suggesting more positivity in two of these programs. A published paper de- 
scribes one of the Paxil studies as positive on most of the secondary endpoints, while 
acknowledging that it failed on the primary endpoint. Another paper describes the 
Zoloft program as positive, based on a pooling of two similarly designed studies that, 
when looked at individually, failed. As noted, except for Prozac, we do not believe 
effectiveness has been shown for any agent in pediatric MDD. 

CONCLUSION 

FDA was the first to identify a concern about suicidality in several of the sub- 
mitted pediatric studies. We evaluated the data closely and raised serious questions 
about its adequacy. We then took the initiative to acquire further relevant data from 
sponsors and used expertise outside the Agency to access the reports of suicidality 
thoroughly. FDA’s assessment on this issue is designed to achieve the most scientif- 
ically rigorous review possible. The Columbia University classification project has 
provided the Agency with a credible basis for analyzing the risks of these drug prod- 
ucts. 

The results of pediatric depression studies to date raise very important problems. 
First, the poor effectiveness results, except for Prozac, make it very difficult for 
practitioners to know what to do to treat a very serious, life-threatening illness. 
While we believe that these drugs may be effective in children, studies have not 
shown this to be true. Second, and of equal importance, the analyses we initiated 
in 2002 appear to show that the drugs in the pediatric controlled depression trials 
can lead to suicidal behaviors or thinking. While no suicides occurred in the trials. 



80 


suicides certainly have been reported in treated patients, and the devastating re- 
sults of these suicides were a critical part of the February 2, 2004, Advisory Com- 
mittee meeting. 

FDA generally supports the recommendations that were recently made to the 
Agency by the Psychopharmacologic Drugs Pediatric Advisory Committees regarding 
reports of an increased risk of suicidality associated with the use of certain anti- 
depressants in pediatric patients. FDA has begun working expeditiously to adopt 
new labeling to enhance the warnings associated with the use of anti-depressants 
and to bolster the information provided to patients when these drugs are dispensed. 

Thank you for inviting us today to discuss this important subject. We would be 
glad to answer your questions. 

Mr. Walden. Dr. Laughren, do you have an opening statement, 
sir? 

Mr. Laughren. No, I don’t. 

Mr. Walden. Okay. Dr. Seligman? 

Mr. Seligman. No, I don’t. 

Mr. Walden. Thank you. Well, we appreciate all of you here 
today to share with us this information as we continue to look at 
what happened in this area and maybe what needed to happen, 
and where we are today and where we will be when the FDA 
makes it decision relative to the Advisory Committee’s rec- 
ommendations. 

Dr. Knudsen, could you turn in our big binder there to Tab 71 
and 72? While you are looking at that, these are the two versions 
of a letter under your signature sent to Pfizer Pharmaceuticals on 
March 19, 1996, Tab 71 and 72. 

Tab 71 has a FAX cover page filled out in someone’s handwriting 
to Martha Brumfield of Pfizer from James Knudsen. The top of 
that page indicates it was sent at 10:18 and shows FDA 
Neuropharm on it as well. 

Does this appear to be your handwriting on the FAX cover sheet, 
sir? 

Mr. Knudsen. It does appear to be. 

Mr. Walden. It does. Okay. The letter attached to this FAX has 
lots of typographical errors in it as well as different fonts being 
used for various words. If you would turn to Tab 72, it appears to 
be the same letter in substance as Tab 71. However, the typos are 
removed, and the font is consistent. The letters alone have a dif- 
ferent FAX time Sent stamp on them, and show them coming from 
a different section of FDA. Yet does the signature on both these let- 
ters appear to be yours? 

Mr. Knudsen. Tough question, isn’t it? They appear to be, but 
then again — yes, they appear to be. Back in 1996 when I was — my 
penmanship may have been a bit better than now. It varies some- 
what. But I will answer the question as it appears to be. I have 
to equivocate a week bit, just because of the duration of time and 
the instability of my penmanship. 

Mr. Walden. All of our penmanship tends to suffer with age, sir. 

Mr. Knudsen. Thank you so much. 

Mr. Walden. Was it your practice to send a draft letter to a 
pharmaceutical company requesting information, then resend a 
cleaned-up version later on, though? Would you have sent it as a 
draft and then send a different version later? 

Mr. Knudsen. No, I don’t — I mean, once again I have to preface 
a statement by, regrettably, this was done in 1996. So it is some- 
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what precarious for me to forage around in the limited gray matter 
that is available to answer that concretely. 

Mr. Walden. Is it a practice you recall doing throughout your ca- 
reer? Do you usually send a draft and then another? 

Mr. Knudsen. I do not — no, I do not usually send a draft and 
another. That’s correct. 

Mr. Walden. I mean, this wouldn’t be a normal practice, I 
wouldn’t think. 

Mr. Knudsen. No. That’s correct. 

Mr. Walden. Okay. I don’t know. I mean. I’m not the best speller 
in the world, but 

Mr. Knudsen. Well, quite frankly, I chatted with this — I mean, 
last week I talked with the subcommittee staffers, and I was rather 
appalled at what — with the typographical mistakes. I am rather 
fastidious most of the time. There are periods whereby I could devi- 
ate from that, but I mean, this is — this being Tab 71 is a mess. 
Draft or otherwise, I wouldn’t be sending it to Martha, best I can 
recall anyway. 

Mr. Walden. I understand that. Do you have any explanation for 
the fact that two versions of this letter exist? 

Mr. Knudsen. No, but I suspect others do. I am unable to come 
up with an explanation. 

Mr. Walden. Were you able to find this letter in the files at 
FDA? 

Mr. Knudsen. I checked — no, to answer your question. I did 
check the document room. My own files are in — not trying to gen- 
erate excuses, but they are in boxes which I invite you to my office 
and it is extremely difficult to even find a box. But they are all 
there. We are getting ready to relocate. So maybe with another 40 
days and 40 nights I could find it. 

Mr. Walden. Well, should there have been a copy of this letter 
in the NDA files? 

Mr. Knudsen. I would — ^yes, and I would have kept a copy my- 
self in my Certr aline file. I keep everything. 

Mr. Walden. Your files are in boxes? 

Mr. Knudsen. I as unable to locate it in the document room 

Mr. Walden. Right. 

Mr. Knudsen. [continuing] when I was there. I checked in a cur- 
sory way in my office, just trying to find the Certraline file that 
I have. In fact, I did find the Certraline file, parts of it, but I could 
not locate this particular document. 

Mr. Walden. Where did you obtain a copy of your March 19, 
1996, letter, and which version did you see? 

Mr. Knudsen. I obtained two copies, one from the Division. 

Mr. Walden. The Division? 

Mr. Knudsen. HFD, the Division I am in, the day before I left 
to go to Maine. I took it with me, in addition to other things, other 
documents, and then the subcommittee members sent via Federal 
Express another document. I mean the same one. 

Mr. Walden. Another copy of that same document? 

Mr. Knudsen. Yes, sir. Yes, sir. 

Mr. Walden. And where did the agency get the version they sent 
to you? 

Mr. Knudsen. I did not inquire. 
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Mr. Walden. Dr. Temple, do you know? 

Mr. Temple. I could be wrong about this. My understanding is 
that Dr. Knudsen got a copy of the letter from the committee. 
Maybe I’m wrong about that. 

Mr. Knudsen. Yes, I just said that. 

Mr. Temple. And that we never were able to find it in our files 
and got it from Pfizer. 

Mr. Walden. There you go. So you had to go to Pfizer to get it? 

Mr. Temple. Yes. 

Mr. Walden. That’s what you provided to the committee. Right? 

Mr. Temple. I’m not sure, but we could not — what I am sure of 
is that we were unable to find a record of this letter anywhere in 
our files. That, I am sure of. I am not sure about the rest. 

I should say that it is unusual. Letters don’t ordinarily go out 
under a medical officer’s signature. They would ordinarily go out 
under Dr. Katz’s signature or Dr. Lieber’s or whoever was in 
charge at the time, and a copy would be in the New Drug Applica- 
tion, in the file. So this was unusual. 

Mr. Walden. All right. Dr. Knudsen, was it your practice as a 
medical review officer in 1996 to directly correspond with a phar- 
maceutical company on a matter you were reviewing, and then re- 
quest information or did you need to apprise any of the supervisors 
of your request for additional information from the pharmaceutical 
company? 

Mr. Knudsen. It was not my practice to do so. 

Mr. Walden. So you would have — was it your practice to tell 
your colleagues or supervisors that you were seeking such informa- 
tion from a pharmaceutical company? 

Mr. Knudsen. Correct, 86 to 95 percent of the time. There is al- 
ways a slight opportunity for me to — I mean, once again, I mean, 
I answered the question as best I could that it is not my practice 
to do so. In fact, I received my copy from the Division via — of 
course, I guess the Division received it from Pfizer. I wasn’t aware 
of that. I had no need to question that anyway. I just wanted to 
take some materials with me to Maine. 

Mr. Walden. Isn’t it a requirement of FDA regulations these 
types of correspondent documents be kept on file by the agency? 

Mr. Knudsen. Yes. 

Mr. Walden. All right. And yet in this case, that doesn’t appear 
to be what happened. Right? 

Mr. Knudsen. That is correct. 

Mr. Walden. All right. In these letters, you state “We note that 
there appears to be an increased frequency of reports of suicidality 
in pediatric adolescent patients exposed to Certraline compared to 
either placebo or Certraline treated adult OCD patients. If this is, 
in fact, the case, what would be a plausible explanation?” That is 
what is in the letter that you signed or you think you signed and 
sent to Pfizer. 

You asked for summary tables from Pfizer to compare data from 
adult and pediatric patients in their data base. Is it fair to say that 
you wrote this letter to Pfizer because you noticed an increase in 
suicide related behavior in the pediatric OCD trials relative to the 
rates in the adult trials, and that that was of concern to you? Is 
that why you wrote this letter to Pfizer? 
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Mr. Knudsen. Yes. 

Mr. Walden. All right. And was it of enough concern that you 
wanted answers from the company? 

Mr. Knudsen. Correct. 

Mr. Walden. And approximately 10 days after you sent this let- 
ter to Pfizer, you complete a safety update to Zoloft. We have put 
selected pages of your safety review at Tab 81, 81, if you want to 
refer to that, sir. 

In your safety update you note on page 15 that, “In the small pe- 
diatric adolescent pool population of OCD patients, the incidence of 
suicidality in the Certraline treated patients was fivefold greater 
than the adult OCD Certraline treated patients.” 

You go on to note that 4 of 6 Certraline pediatric patients had 
comorbid depression and, “Depression is an important risk factor 
for suicide.” You then cite an article published in the Journal of 
American Academy of Child and Adolescent Psychiatry that indi- 
cated — that also noted the same phenomenon with kids being treat- 
ed with Prozac. 

What did you do other than note these concerns in the safety up- 
date? Where did you take it from here? 

Mr. Knudsen. I was trying to see whether or not that was in- 
strumental in my sending the letter to Pfizer, just to garner some 
additional information. This was March 28, 1996. The letter to 
Pfizer was October, was it? 

Mr. Walden. I think the letter to Pfizer, you will see, is dated 
March 19. 

Mr. Knudsen. March 19, before. 

Mr. Walden. So like 9 days later 

Mr. Knudsen. Well, in fact, in reviewing the NDA, this was a 
final document that was signed off, the one that — the document in 
Tab 81. So prior to finalizing this document. Tab 81, I found this 
information to be — at the time anyway, certainly of concern to me 
to make some further inquiries to Pfizer, and realizing, of course, 
when I finalize this document, I believed that Pfizer had not re- 
sponded yet to this. 

Mr. Walden. That would be correct, based on the timeline I have 
seen. But 9 days before you wrote to Pfizer asking for this addi- 
tional information, why didn’t you include in this update the fact 
that you were awaiting additional information from the company to 
explain the fivefold increase? Would that have been a prudent 
thing to do? 

Mr. Knudsen. Yes, it would have been. 

Mr. Walden. Well, my time has expired. I will now recognize the 
ranking member of the subcommittee at this time, the gentlelady 
from Colorado. 

Ms. DeGette. Thank you very much. Dr. Temple and Dr. 
Laughren, I am wondering if you can tell me, knowing what you 
know today, do you believe that Dr. Mosholder’s initial conclusions 
about the increased risk of suicidality exists in pediatric popu- 
lations taking anti-depressant medication to treat MDD? Dr. Tem- 
ple? 

Mr. Temple. The reanalysis that Columbia did, did not change 
the overall direction of the results. So 

Ms. DeGette. So your answer would be yes? 



84 


Mr. Temple. Would be yes. Dr. Hammad’s analysis and Dr. 
Mosholder’s are slightly different analyses, but in fact the relative 
proportions of suicidality are similar to what Dr. Mosholder found. 

Ms. DeGette. What about you, Dr. Laughren? 

Mr. Laughren. Yes, I agree. The relative risk for both analyses 
is roughly twofold. So it is essentially the same. There are some 
differences across drugs. The signal gets a little stronger for some 
drugs, a little weaker for others, but overall I agree that it is 
roughly the same result. 

Ms. DeGette. There was about 8 months between his findings 
and when, I think, the FDA took action. I guess my question to 
both of you: Do you wish that the agency would have taken him 
more seriously and allowed him to present the findings so that we 
could have warned parents and physicians about the increased 
suicidality rates instead of waiting these 8 months? 

Mr. Temple. Let me say a few things. Our concern, as I said be- 
fore, was that the action we take be based on the best possible 
data. Let me describe the kind of data we had here. 

The usual way we expected to evaluate increased suicidal risk is 
by looking at the scales that patients in trials are given that ask 
them how suicidal they are. Dr. Laughren in his comments on Dr. 
Knudsen’s review points out that we are going to have more data 
on this question. 

Those analyses revealed nothing in any of these trials. There was 
no increased suicidality by that measure. What we got was some- 
thing unexpected, namely the adverse reaction reports, when inter- 
preted, when translated, revealed an excess of these suicidal behav- 
iors. What we had very little experience with was what those 
things mean. 

We thought, as we looked at them, that somebody — that people 
expert in interpreting these behaviors needed to look at them. Dr. 
Mosholder specifically in his review says he did not try to reevalu- 
ate each of these cases, because he was no longer blinded. That 
conclusion 

Ms. DeGette. But Dr. Mosholder also said that he only looked 
at the most — I’m not a researcher, but he only looked at the most 
serious cases and, in fact. Dr. Temple, you yourself in your opening 
statement said that the comment you had made about the face 
slapping you now regretted that, because he didn’t take those 
things into account. 

Mr. Temple. Let me explain. He had — in response to the concern 
that these cases might not be a true bill, might not be what they 
seemed to be, he offered several approaches. One was to only look 
at the serious cases. That is clear, and you can see in his review, 
if you look at the cases that were included and not included, that 
many of the trivial cases were excluded by the decision to look only 
at the serious cases. That is perfectly true. 

There were, however, additional cases where you didn’t know 
what they meant, and he was in no position to reevaluate them. 
Let me just 

Ms. DeGette. I apologize, but they only give me 10 minutes. So 
if you can make your answer concise, I would appreciate that. 

Mr. Temple. Okay. I wanted to explain one other point about it. 

Ms. DeGette. Very briefly. 
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Mr. Temple. He also said that, if there is noise in the system, 
if it is inaccurate, that would tend to hide a finding rather than 
to create one, and that is true. 

What is also true, however, is if there was a bias toward inter- 
preting certain things that the drugs do, like agitating people or 
making them hostile, as suicidality, that could give you the wrong 
picture. It could cause you to think there were suicidal events 
when, in fact, they were not. 

That is why we thought we needed an independent look at these 
cases in 

Ms. DeGette. Okay. But at the time that Dr. Mosholder came 
up with his findings, there was already the British study that had 
come out earlier that year. 

Mr. Temple. No, the British were using the same data we were. 

Ms. DeGette. Right, but they had concluded this increased risk 
of suicidality. 

Mr. Temple. But we don’t know that they 

Ms. DeGette. But I mean there were two. 

Mr. Temple. Let me make it clear. There was nothing wrong 
with Dr. Mosholder’s analysis, the ratios he designed, any of those 
things. That is not 

Ms. DeGette. Well, right. In fact, it has now turned out he was 
completely right. 

Mr. Temple. No, that is not at issue. What was at issue was 
what the cases were, whether they really showed suicidality, and 
to answer that question you either have to look at them closely or 
decide that they could not have been biased. 

Ms. DeGette. Well, let me ask you this. In the spring or summer 
of 2003, Wyeth came to the FDA, and they wanted on their own — 
we heard this in the last hearing — to strengthen warnings on 
Efexir, and the FDA asked them not to do that. Is that right? 

Mr. Temple. Not quite. They were allowed to do that, and they 
did it until we created a new stronger warning or — you can call it 
strong or not — a different warning in march of 2004. That warning 
was in the warning section. It prominently said you really need to 
watch patients, and we thought that was a more trenchant warn- 
ing. That was in response to the Advisory Committee. 

Ms. DeGette. Okay. Now do you think that the FDA is going to 
adopt this most recent recommendation about the black box warn- 
ings? 

Mr. Temple. Our public statement said that we were going to do 
all the things they said. We want to think about the conversation 
they had about the black box. It is true it was 15 to 8, but there 
were a lot of people that said a lot of things. 

You know, I don’t want to 

Ms. DeGette. Does that mean no? 

Mr. Temple. No, it absolutely doesn’t mean no. It means we 
haven’t finished our decision yet. We want 

Ms. DeGette. Well, what is the FDA’s goal with respect to label- 
ing of these anti-depressants for off-label use for pediatrics? What 
is the goal at this point, knowing the information you know about 
increased risk of suicidality? 

Mr. Temple. Well, we are unquestionably going to explain that 
the drugs themselves appear to be — are associated with or cause an 
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increased risk of suicidality. That is a given. The only question is 
what form it will take. 

The discussion the Advisory Committee had was 

Ms. DeGette. What kinds of forms do you have that you can 
take with it? 

Mr. Temple. Oh, you could put a warning — I mean, the alter- 
native, you could put a warning in dark print, something like that, 
or you can put it in a hox. Those are probably the two choices. 

Ms. DeGette. So the choice would be to put it on the bottle. No? 

Mr. Temple. No, no. 

Ms. DeGette. To put it on the box? 

Mr. Temple. Well, a box warning is the very first thing you read 
in the label. 

Ms. DeGette. Right. Open it up. 

Mr. Temple. A warning comes a little bit later. Those are promi- 
nent, too, and we sometimes do one and sometimes do the other. 
The particular 

Ms. DeGette. If there is a black box, that has to be in the adver- 
tising, too. Right? So if Zoloft has an ad, it has to have a warning, 
may cause suicidality in pediatric use, or something like that. 

Mr. Temple. Yes. The contents of the black box would have to 
appear, but 

Ms. DeGette. It seems to me you would want to do that. 

Mr. Temple. Wait, wait, wait. The content of the warning would 
have to be there, too. 

Ms. DeGette. Well, sure. I understand, but that’s the effect of 
a black box versus some of these other warnings. Right? 

Mr. Temple. No. The requirement for advertising is you have to 
balance the information. If there was a prominent dark print box, 
that would have to be there, too. I’m not trying to discourage a 
black box. I am just trying to reflect the fact that people who spoke 
to us were concerned that people who were at risk of killing them- 
selves would not be treated if we scared people too much. 

I’m not saying I agree with that. We put the idea of the black 
box before the committee. You know, we are not shrinking from it, 
but they said multiple things. 

Ms. DeGette. Well, I would imagine you would share my con- 
cern. My concern is that off-label prescription of these nonapproved 
drugs for pediatrics with, at best, no effect on these depressed kids 
and, at worst, increased risk of suicidality will continue unabated. 
I would assume that is the FDA’s role to decide that. Right? 

Mr. Temple. One of the problems with off-label use and not hav- 
ing enough data is that you don’t know what the answer is. The 
Advisory Committee — many, many people said we know how the 
studies came out; they are not impressive; they weren’t able to 
show effectiveness. But they clearly were concerned that maybe as 
a second line drug these drugs probably should be available and 
probably worked in people. 

That is not the same as knowing, because we know the studies 
largely failed. 

Ms. DeGette. I think we can probably all agree that it would 
help to have more clinical trials in this area, would it not? 

Mr. Temple. Yes, but they — Again, I am talking for them. I am 
not telling you what we decided to do. They were very concerned 
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that we would scare people so much that people who didn’t respond 
to, say, Prozac wouldn’t use it or would be afraid to use it, and they 
were afraid of the consequences. They were worried about them. 

You know, these are expert people who treat these conditions. 
They know a lot more about it than I do. 

Ms. DeGette. Can I just ask you a question. Do you think it 
would be a good idea if we had more clinical trials so we could get 
more data on what the effects of these anti-depressants are, or 
should we just rely on faith? 

Mr. Temple. Oh, no, we live by getting more data. We can’t al- 
ways manage to get it. 

Ms. DeGette. Can you require more clinical trials as part of 
your ongoing effort? 

Mr. Temple. That is going to be an interesting question. We 
have a number of thoughts about how to do further studies, which 
I would use up your 10 minutes if I told you, but I would be glad 
to. 

Ms. DeGette. It’s okay. It’s already over. 

Mr. Temple. No, we think there needs to be more data. For ex- 
ample, we were very impressed with the TAD study. It was a very 
informative study done by NIMH. We are going to be talking with 
them, see if we can convince them to do some more stuff. 

Ms. DeGette. Great. Now what about the companies? Are you 
going to require — what we learned in the last hearing: Pharma- 
ceutical companies are making millions and millions of dollars from 
this off-label prescription of these anti-depressants. 

Would it be reasonable for the FDA to require further studies by 
the companies? 

Mr. Temple. It is reasonable, and whether we can — well, there 
is a question of our authority. Whether we will be able to require 
further studies when they will perfectly happily say we think it is 
a settled question, we don’t want the drug used in children — we are 
perfectly happy to say safety and effectiveness in children hasn’t 
been demonstrated, and they are perfectly happy to say that, as 
you pointed out. 

Ms. DeGette. Because they can still sell these drugs. 

Mr. Temple. Whether we will be able to persuade them to do 
more studies is not known to me. We definitely 

Ms. DeGette. Well, can’t you hold the pediatric exclusivity stick 
over their head? 

Mr. Temple. Unfortunately, no. They have done what they were 
supposed to do under the law. They have done the trials we asked 
for, and pediatric exclusivity has been now granted. 

Ms. DeGette. So if you have these recalcitrant drug companies 
who are refusing to do more studies because they can just blithely 
say, well, we don’t like this off-label use anyway, we don’t 

Mr. Temple. To be fair, they haven’t refused yet. 

Ms. DeGette. Okay. 

Mr. Temple. I’m not optimistic. That’s all. 

Ms. DeGette. They might agree to do it, but if not, it would 
seem to me it would be in the FDA’s interest then, and this is with- 
in the FDA’s authority, to require the strongest possible warnings 
so that doctors and parents understand the risk to pediatric pa- 
tients. 
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Mr. Temple. There is no question there is going to be a strong 
warning. The other thing is we suggested to the committee that 
there ought to be patient labeling, a so called Med Guide, and they 
totally agreed with that. 

We also told them that we didn’t think a Med Guide works un- 
less you create what is called unit of use packaging, so that it is 
always handed out, and I am on lengthy record as saying we are 
going to require that, which we will. But we did all of those things. 
It needs to be a strong warning. 

Ms. DeGette. And staff points out to me, the FDA could 
counterindicate this drug and stop it form being prescribed, period. 

Mr. Temple. Well, we couldn’t. They could still prescribe it. We 
don’t control what people do. The Advisory Committee was un- 
equivocal, voted overwhelmingly and uniformly that they did not 
think a contraindication was appropriate, for the reasons that I 
have just given. They think, without data, without evidence that 
these drugs actually work, they think they need to be available. 

Ms. DeGette. Excuse me, sir. Let me just say, it seems like cir- 
cular reasoning. We don’t have the data to say what we should do, 
but we can’t make them get the data. So we are just going to go 
along. I would suggest we work together. Do you need statutory 
changes, whatever you need? We need to get a grasp on this, and 
I think part of it is getting more data. 

My time has long expired. Thanks for your comments. 

Mr. Temple. Can I throw one more thing out? The data were not 
uniformly negative. There was one positive trial with a drug called 
Cetalopram, and there were a couple of trials that were close, not 
entirely negative. 

So it is not out of the question that these drugs can be shown 
to work. 

Mr. Walden. Are you talking about efficacy or suicidality? 

Mr. Temple. Efficacy. 

Mr. Walden. Well, I am going to go to Mr. Eerguson in a second. 
But you could also require that the trials that show no efficacy be 
published. Right? Be printed? Doctors could be notified? Couldn’t 
you require that? 

Mr. Temple. That is a difficult question. Published? Absolutely 
not. We have no control over publication. 

Mr. Walden. I’m sorry. I used the wrong term. Couldn’t you re- 
quire that on a label it says no efficacy? 

Mr. Temple. I believe we can, yes. 

Chairman Barton. Would the gentleman yield before you go to 
Mr. Eerguson? I just want to follow up on that question very brief- 
ly- 

Mr. Walden. Certainly, Mr. Chairman. 

Chairman Barton. Dr. Temple, is the EDA now changing its cri- 
teria for approval to say, if it can be shown that it is not out of 
the realm of question that it might be shown to work, that you are 
going to approve it? I’ve never heard such a 

Mr. Temple. We are not approving it. I am trying to reflect the 
views of the experts we had on our Advisory Committee. 

Chairman Barton. I understand that. 

Mr. Temple. They know perfectly well that these drugs have not 
been shown, according to our standards, to work. There is no ques- 
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tion about it. I totally agree with that conclusion. That is not the 
same as knowing they don’t work, and they were frightened at the 
prospect that people would not be able to use the drugs in 

Chairman Barton. I understand that. 

Mr. Temple. That’s all. 

Chairman Barton. One reason your agency has such high es- 
teem in the public is because, almost without exception, all the 
time drugs or medical devices don’t get approved until it has been 
shown without a shadow of a doubt that they do work unless it is 
some cancer therapy or orphan drug where you develop some sort 
of an informed consent that the situation is so dire that the patient 
is going to die unless almost a Biblical miracle occurs. 

That statement you just said, to just cavalierly say, well, we can’t 
really say that in some cases it might work, just boggles my mind. 

Mr. Temple. I’m obviously not communicating. There is no ques- 
tion that these drugs have not met the standard for approval. I 
don’t want to approve them. I cherish the standard. I think the 
1962 Act was one of the greatest pieces of legislation in all the 
world’s history. 

That is not the same as saying that anyone who uses a drug off- 
label is doing the wrong thing. The requirement for approval has 
to meet — there is a threshold set for approval, and I think that is 
entirely appropriate. I value it enormously, and I don’t even believe 
it doesn’t apply in orphan drug cases, in cancer drugs either. 

But the fact is that data comes in a smear, in a range, and what 
may not be anywhere close to what we would need for approval 
may inform some people or convince them that they ought to give 
something a try. I’m just saying that is a fact. I am not saying it 
is a good thing or a bad thing. 

What I am saying is that our Advisory Committee was uniformly 
concerned that people who hadn’t responded appropriately to 
Prozac would have nothing available when they were deeply de- 
pressed, suicidal, and the like. That seems a legitimate concern, 
too. 

That is not talking about making the drug 

Chairman Barton. I will do this on my own time. 

Mr. Walden. But don’t virtually every single clinical trial show 
there is no efficacy for these drugs in kids and adolescents? Isn’t 
Prozac like the only one that shows that for kids and adolescents, 
that there is any efficacy? 

Mr. Temple. The results are certainly discouraging. Prozac was 
three for three. 

Mr. Walden. No, no. How many studies that have been done in 
children and adolescents for this range of drugs showed they had 
efficacy for kids? 

Mr. Temple. Not counting Prozac, I assume. 

Mr. Walden. Count Prozac. I don’t care. How many studies have 
been done 

Mr. Temple. Three Prozacs, one Cetalopram. There is a study of 
Paxil in which all of the endpoints except their primary endpoint 
were successful. Some people would think that shows something. 
We wouldn’t. We wouldn’t buy it. 

Mr. Walden. So you don’t buy it. 

Mr. Temple. I don’t buy it. 
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Mr. Walden. All right. 

Mr. Temple. Certraline published a report that said we work 
when you throw our two studies together. We don’t buy that, but 
it is a trend in the right direction. It is not zero, and 

Mr. Walden. When it is combined, but not a stand-alone, and I 
thought your own agency rejected that. 

Mr. Temple. That is what I said. We do not believe that they 
have shown effectiveness. Absolutely not. That is the wrong anal- 
ysis. I am just saying that is not proof that it doesn’t work. I am 
obviously not making myself clear. I don’t want to approve these 
drugs. 

What the Advisory Committee expressed concern about was that 
in a world of uncertainty, they thought that you need to be able 
to think about using them in someone who hadn’t responded to 
anything else and who had no other choices. I am not here to say 
that is a stupid thing to do. Those are knowledgeable advisors. 

Mr. Walden. Yield to the gentleman from New Jersey. 

Mr. Ferguson. Thank you, Mr. Chairman. Dr. Temple, thank 
you and your colleagues for being here today. We appreciate you 
answering many, many questions that are very important ques- 
tions. 

I may have missed it if someone else asked this question. But 
can you tell me why Dr. Mosholder did not present at the February 
2 meeting? 

Mr. Temple. Yes. We thought that the — let me just try to think 
what you’ve heard and what you haven’t heard. Our concern was 
that there was uncertainty about what the cases that went into his 
analysis meant. They were collected from adverse reaction reports 
that were not particularly designed to look at suicidality, and de- 
termining whether a given clinical picture represents suicidality is 
not entirely simple. 

The people at Columbia specialize in trying to sort those things 
out, and we were aware of that. Our concern was not with the 
analysis that Dr. Mosholder did, which was perfectly right, but 
with the very cases that went into the analysis and whether they 
were credible instances of suicidality. 

So we arranged well before that meeting, the Advisory Com- 
mittee meeting, and well before his final report, we arranged for 
Columbia to blindly review each of the cases and reclassify them. 
We didn’t want to present what appeared to be an FDA conclusion 
at the February 2004 Advisory Committee. 

Mr. Ferguson. Certainly, he would be capable of explaining that 
himself, though, wouldn’t he? 

Mr. Temple. Well, no. He believed the analysis was fine. You 
know, people can probably disagree about this. We didn’t think he 
was wrong. We thought it wasn’t ripe yet. So for us to — you know, 
for us to go up and say, oh, he’s all wet, that wouldn’t have been 
appropriate, and it is not that we thought it was wrong. We 
thought the cases needed to be looked at before conclusions should 
be reached. 

Mr. Ferguson. Isn’t that the role of the Advisory Committee, is 
to gather information like this and analyze it and make a rec- 
ommendation? Did you think they would be confused? Are they an 
easily confused group? 
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Mr. Temple. The Advisory Committee was in no position to re- 
view each of the cases. We had no capacity to ask them to do that. 
That would have, you know, taken them months. When we dis- 
cussed this matter with them, they clearly sympathized with the 
need to find out what these cases meant. We didn’t get a vote. So 
I can’t prove what they thought, hut they understood the problem 
perfectly well, and expressed no dissatisfaction with it. 

In fact, at the most recent Advisory Committee meeting, they 
said the review by Columbia was very impressive, that the data 
looked better than they could have imagined, and expressed sort of 
gratitude that they had something they could readily work with. 

Mr. Ferguson. Wouldn’t the committee be equipped to analyze 
the arguments? Isn’t that what they are supposed to do? 

Mr. Temple. Well, that’s sort of what I am saying. It wasn’t a 
matter of making arguments. We didn’t have a counter-argument. 
We didn’t think that Dr. Mosholder’s review was wrong. What we 
thought was that the basis for doing the review, for creating the 
numbers, was imperfect, because the cases hadn’t been 
analyzed 

Mr. Ferguson. And the Advisory Committee couldn’t possibly 
understand that? 

Mr. Temple. Well, I think they did understand it, and they 
nodded in agreement. But they didn’t vote on it. We didn’t ask 
them to vote. 

Mr. Ferguson. They didn’t hear his side. He never got to present 
on February 2. 

Mr. Temple. Well, let me make it clear. What 

Mr. Ferguson. They had information withheld from them. 

Mr. Temple. What Dr. Laughren showed was the results of each 
of the trials, many of which showed more suicidality in the treated 
group than the other group. Now he didn’t show exactly Dr. 
Mosholder’s data or the cumulative data, but it was easy to see, 
and we emphasized this in the professional advisory that we sent 
out, that there was more suicidality in the treated group in many 
of the studies. 

So they knew what the issue was perfectly well, and they also 
heard from Dr. Laughren what our reservations about the data 
were. 

Mr. Ferguson. I am not at all satisfied with the reason why Dr. 
Mosholder was somehow blocked from presenting on February 2, 
for the record. Let me move on. 

I’d like to go to Tab 40 in the committee’s binder. This is the 
minutes from the February 2 meeting. Tab 40 is the minutes. I 
want to go to the top of the last page of Tab 40. 

Mr. Temple. Hang on. 

Mr. Ferguson. Sure. 

Mr. Temple. Top of the last page? 

Mr. Ferguson. The last page of Tab 40, and I am quoting. The 
text states: “The committee advised the FDA to inform the public 
and health care workers, including pediatricians and family practi- 
tioners” — it goes on — “of the level of concern regarding possible 
harm to a minority of children on anti-depressants and the signs 
associated with the side effect.” 



92 


It is clear that the Advisory Committee wanted you to inform the 
public about the risk to children, not the risk to the general popu- 
lation but specifically the risk to children, as reflected in these 
minutes. Is that correct? Do you agree with that? That is what the 
minutes say. 

Mr. Temple. Yes, but I guess we interpreted that as 

Mr. Ferguson. I am real short on time. 

Mr. Temple. Okay. We put a warning that applied to both adults 
and children. 

Mr. Ferguson. Right. The Advisory Committee seemed to indi- 
cate — they were specific to children, not the general public. That is 
what it says. That is what the minutes say. Right? Why didn’t you 
issue an advisory specific to the side effects in the pediatric popu- 
lation? 

Mr Temple. Because the same side effects occur in adults. Re- 
member, this — we did not write a conclusion that the drugs in- 
creased the risk of this, because we thought that was premature, 
and the committee didn’t tell us otherwise. But the possibility that 
people being given these drugs get worse when they are given them 
is a phenomenon that has been observed in both adults and chil- 
dren. We thought the warning should apply to anybody being start- 
ed on these drugs. 

Mr. Ferguson. But if the committee says in their quotation, in 
the quote from the minutes, from your minutes, the possible harm 
to a minority of children on anti-depressants and the signs associ- 
ated with the side effect, why not issue a warning specific to chil- 
dren? 

Mr. Temple. Even though we thought the same warning should 
apply to adults? 

Mr. Ferguson. Why not? What’s the harm? Why not? 

Mr. Temple. Well, in the labeling what would we say about 
adults? 

Mr. Ferguson. We consider children and adults different in all 
sorts of ways. You do, too. The side effects in children are different 
from the side effects in adults. Right? 

Mr. Temple. Yes. This was a statement 

Mr. Ferguson. There is a reason we test on pediatric. There is 
a reason we do tests on kids and different tests on adults. We don’t 
extrapolate one to the other necessarily. 

Mr. Temple. Right, but 

Mr. Ferguson. We do tests on both. 

Mr. Temple. But the potential for getting worse when you are 
starting therapy is a phenomenon of both adults and children. 

Mr. Ferguson. Okay. Are the side effects different in children 
and kids — between children and adults? 

Mr. Temple. Well, we now think that they are, because we have 
seen no increase in suicides in adults with a very large data base, 
but we now believe there is an increase in suicidal thinking and 
behavior in children. But that is what we know now, and the new 
labeling will surely say that. 

Mr. Ferguson. Okay. I am going to keep going, because we are 
kind of getting fuzzed over here. To me, it is mystifying that, given 
this information, that you would not have issued — particularly, be- 
cause this is what the Advisory Committee seemed to be saying. 
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that you wouldn’t have issued a warning specific to kids. Let me 
move on. 

The minutes go on to note that the committee is concerned that 
the public does not know that a strong majority of randomized con- 
trolled trials of SSRIs do not demonstrate superiority over placebo 
in the treatment of major depression in children and adolescents. 

Did you address this concern publicly and through a labeling 
change? 

Mr. Temple. We did not introduce a labeling change. All the 
labeling 

Mr. Ferguson. Why not? 

Mr. Temple. Well, what the labeling all says is that safety and 
effectiveness in children has not been demonstrated, and the new 
warning moves that statement forward to the warning language. 

Mr. Ferguson. What warning? 

Mr. Temple. The warning that all of the drugs got in March — 
sorry, after the Advisory Committee meeting. 

Mr. Ferguson. You’re talking about the March 22? 

Mr. Temple. We asked for it in March. It was all implemented 
by about August, I think. 

Mr. Ferguson. Okay. Which is Tab 44. So it just seems to me 
that the agency first tries to determine what information that the 
Advisory Committee can handle, for instance pulling Dr. 
Mosholder, not allowing him to present his data and information 
to the committee, and then when they make a recommendation, 
when the Advisory Committee makes a recommendation, you dis- 
regard the recommendations that they make. 

Mr. Temple. I don’t agree that we disregarded it. The third para- 
graph of the thing you just showed me says that anxiety, agitation, 
panic attacks, etcetera, have been reported in adult and pediatric 
patients being treated with anti-depressants. I mean, adults are 
people, too. We thought this is a risk that applies to all people who 
are started on an anti-depressant. 

Mr. Walden. Would the gentleman yield? 

Mr. Ferguson. I will yield. I am mystified that, given what is 
going on with this issue, that you seem to be incapable or refuse 
to decipher the difference between effects on kids and effects on 
adults. I will yield to the gentleman. 

Mr. Walden. Really, I think, what you are asking is: If you knew 
it affected children and adults, but you also knew it affected kids 
more than adults. 

Mr. Temple. We didn’t think we knew that at the time. 

Mr. Ferguson. And worse, more and worse. 

Mr. Walden. Dr. Mosholder indicated that in his study. This 
came out — when did this come out, 2004? This came out in Feb- 
ruary 2004. Right? You own agency began flagging this in 1996 and 
1997. 

Mr. Temple. We did not think it had been established — again, 
you have heard the debate about that. Obviously, Dr. Mosholder 
thought it was well established. We did not think it was estab- 
lished that there was a special risk in children, but we knew that 
both adults and children started on therapy, early in therapy, can 
have all these things, including increased suicidality. That is what 
we wanted to warn about. 
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We did not say at this time that there was an increased risk in 
children. 

Mr. Walden. Are you acknowledging that there is an increased 
risk in adults? 

Mr. Temple. Increased risk compared to no treatment? 

Mr. Walden. Right. 

Mr. Temple. No. We don’t know that. 

Mr. Walden. So there is no increased risk of suicidality in adults 
who are on anti-depressants in the trials? 

Mr. Temple. We have done analyses of suicides now, and we 
don’t see anything like that. Dr. Mosholder presented at the last 
Advisory Committee an analysis of the Paxil adult data using ex- 
actly the same approach that was used in the children. That 
showed no increase in suicidality in the adults. So at this time, 
that appears to he different, hut it remains true that, whether 
there is an increase or not, increased suicidal behavior and think- 
ing does occur early in therapy. 

Mr. Ferguson. Mr. Chairman, could I reclaim the time that I 
don’t have left for one more question? 

Mr. Walden. Yes, sure. 

Mr. Ferguson. I want to just go to one more. Tab 49, which is 
your statement, the FDA’s statement from September 16 on the 
recommendations of the Psychopharmacologic Drugs and Pediatric 
Advisory Committees. These are the recommendations from Sep- 
tember. 

Mr. Temple. I’m sorry. Which am I looking at now? 

Mr. Ferguson. Tab 49. 

Mr. Temple. Forty-nine? Sorry. Okay. 

Mr. Ferguson. My question is: Given the fact that, in my esti- 
mation, you seem to have. No. 1, tried to control the information 
that the Advisory Committee was getting; No. 2, seemed to dis- 
regard the Advisory Committee’s recommendations that they made 
back in February. 

What assurance do we have that these recommendations from 
September will be followed or adopted? 

Mr. Temple. Well, you have the statement about what we are 
going to do, and in a couple of weeks you will see the labeling 
change. 

Mr. Ferguson. No, no, no, no. The statement says the FDA gen- 
eral supports the recommendations that were recently made. That 
is — I mean, my gosh, this is Washington. That could mean any- 
thing. 

Mr. Temple. Well, let me make it clear. We had some discussion 
of this before we came in. The only thing we want to think further 
about is the box, for reasons that I explained before and would be 
glad to explain again. All the rest of the recommendations are 

Mr. Ferguson. I heard the conversation about the box. 

Mr. Temple. All the rest of them are clearly going to be imple- 
mented. We, frankly, suggested half of them. 

Mr. Ferguson. Okay. You said in the New York Times on Sep- 
tember 14, “I think we now — I think that we now all believe that 
there is an increase in suicidal thinking and action that is con- 
sistent across all the drugs.” And you have the Advisory Committee 
saying 15 to 8 that they think the black box is a good idea. 
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I mean, that is almost the override of a veto. I mean, 15 to 8 is 
substantial. What is left? What is the problem? 

Mr. Temple. Well, you have to have been to a lot of Advisory 
Committees to notice this, but as much as anything else, you want 
to hear the words people use to explain why they think what they 
think and what the reservations are. All I am saying is we are 
going to look at what those are. 

I am not predicting that we won’t buy the black box. My guess 
is we probably will, but we owe the people who spoke and tried to 
advise us a look at what they said. 

Mr. Ferguson. If there is a vote on another issue that is 15 to 
8, is it generally adopted or is it something that is not adopted or 
do you kind of think about it for a little while longer? 

Mr. Temple. Yes, that is a very hard thing to answer, but di- 
vided committees recommending approval or not approval — when it 
is reasonably close, we don’t necessarily go by the majority, you 
know. You sort of have to read what people say and 

Mr. Ferguson. Is 15 to 8 reasonably close? 

Mr. Temple. Well 

Mr. Ferguson. That is a whitewash. 

Mr. Temple. There is no question the majority of the people 
thought that it ought to get a box, and they overcame in recom- 
mending that their concern that use of the drugs would be over- 
discouraged. 

Mr. Ferguson. Recommending a black box is a pretty big deal. 
That is not taken lightly. Right? 

Mr. Temple. We understand it. One of the questions we asked 
them is should we put a black box on it. We put it on their table 
so that we could hear their opinion, and we wanted their opinion 
and their discussion on the pros and cons, and how they came to 
pro, in spite of certain reservations and concerns is extremely in- 
formative. 

Mr. Ferguson. You have almost a two to one vote on a — you 
don’t see a black box on too many drugs. 

Mr. Temple. You see them on a fair number. We are not saying 
that we don’t want to do it or don’t plan to do it. We just owe that 
one some thought. That’s all. 

Mr. Ferguson. I’m done. Thank you. I yield back. 

Mr. Walden. Thank you. I now turn to the gentleman from 
Michigan, Mr. Stupak, for questions. 

Mr. Stupak. Thank you, Mr. Chairman. This black box — where 
is it going to go? 

Mr. Temple. Black boxes are always the first thing in labeling. 

Mr. Stupak. Where is the label? Is that for health care profes- 
sionals or do people get a chance to see that? 

Mr. Temple. Sorry. The label refers to the package insert that 
is written for physicians. 

Mr. Walden. Mr. Stupak, I erred. I was committed to the chair- 
man to go to him, because he has to go to mark-up. 

Mr. Stupak. That’s all right. 

Mr. Walden. Could you 

Mr. Stupak. Go ahead, Joe. 

Mr. Walden. Mr. Chairman. 
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Mr. Stupak. But let me just clarify that. That black box only 
goes to physicians. It doesn’t go to the general public? 

Mr. Temple. Right. There will be an equivalent emphasis in the 
patient labeling, what is called a Med Guide, that we were also 
very strongly advised to create. So that will be very prominent in 
that form, too. 

Chairman Barton. I apologize for going out of order, but we’ve 
got a mark-up on the waste bill upstairs. I thank the courtesy of 
Mr. Stupak. 

Dr. Temple, have you ever run for any political office? 

Mr. Temple. No. 

Chairman Barton. Do you follow Presidential politics? 

Mr. Temple. Oh, yes. 

Chairman Barton. Okay. You are aware there is going to be a 
debate next week between President Bush and Senator Kerry. 

Mr. Temple. So I’ve heard. 

Chairman Barton. How would you feel if you were really looking 
forward to that and at the last moment the news reported that it 
had been decided that Senator Kerry couldn’t represent himself in 
the debate, that Congressman Joe Barton had been appointed to 
represent Senator Kerry’s views in the debate with President Bush 
about who is qualified to be the next President of the United 
States? 

Would you think that was a fair thing to do or an unfair thing 
to do? 

Mr. Temple. Unfair thing to do. 

Chairman Barton. Unfair thing to do. So when the decision was 
made that Dr. Mosholder could not present his findings last Feb- 
ruary, nobody was allowed to even hear what his findings were, but 
that when it was finally decided that his findings could be pre- 
sented last week or the week before last, somebody else did it, and 
somebody else did it who probably disagreed with his findings. Was 
that fair or unfair? 

Mr. Temple. He presented his findings. He compared his find- 
ings with the new findings. 

Chairman Barton. Oh, Dr. Mosholder did present his — I was 
told he did not. 

Mr. Temple. Well, the primary analysis was done by Dr. 
Hammad on the new data, but what Dr. Mosholder did was show 
how the analyses were similar and different. 

Chairman Barton. Well, now I want to be fair. When I’m wrong. 
I’m wrong. I was told that Dr. Mosholder did not get to present his 
own findings. That is apparently not true? 

Mr. Temple. When do you mean now? 

Chairman Barton. Well, there have been two Advisory meetings, 
one last February that I 

Mr. Temple. Oh, I think I misunderstood you. In the most recent 
Advisory Committee 

Chairman Barton. There have been Advisory 

Mr. Temple. A couple of weeks ago. 

Chairman Barton. There was an Advisory at the beginning of 
this year in February. Then there was another Advisory just a cou- 
ple of weeks ago. Isn’t that correct? 
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Mr. Temple. Yes. At the February meeting, he did not present 
his analysis. If that is what you mean, that is true. That is what 
we talked about. 

Chairman Barton. Well, at that meeting did anybody present 
any of his findings? 

Mr. Temple. I see. I understand. That sort of depends on what 
you mean. The results of the numbers, the number of adverse — of 
suicidality events were shown, study by study, not Dr. Mosholder’s 
analysis, by Dr. Laughren. I mean, these are the data that we had 
that were submitted to us. Those were presented. They showed an 
excess in some studies, not an excess in other studies, and they did 
not 

Chairman Barton. Which meeting are you talking about? 

Mr. Temple. The February 2004 meeting. 

Chairman Barton. But he was not there? 

Mr. Temple. He was there, but he didn’t present the results. 

Chairman Barton. He was there, but he wasn’t allowed to 
speak. 

Mr. Temple. Yes. 

Chairman Barton. Publicly allowed to speak. 

Mr. Temple. He presented other data, but he didn’t present 
the — he didn’t present the analysis of the controlled trials in de- 
pression. 

Chairman Barton. Well, I would argue that that was unfair. 
Now let’s fast forward to a couple of weeks ago. There was another 
Advisory meeting. Was he allowed to present there? 

Mr. Temple. Yes. 

Chairman Barton. Unencumbered? 

Mr. Temple. Unencumbered. 

Chairman Barton. Okay. So then I was misinformed on that. I 
was told that he was not allowed at the second meeting to present, 
that his data was presented, I believe, by Dr. Laughren. That was 
at the first one? Okay. Well, then I was misinformed. 

Mr. Temple. At the first one Dr. Laughren presented somewhat 
different data that were basically derived from the same data 
bases. We didn’t try to present Dr. Mosholder’s views. We just tried 
to show why we were worried about these things in the first place. 

Chairman Barton. Well, my main point, and I think it is still 
valid: If somebody is viewed as credible, which Dr. Mosholder was 
initially when he was appointed, when he was still in the Pharma- 
cological Neuropharm Directorate. He was picked to do the review, 
apparently because they felt he was the best qualified. Now I un- 
derstand that he later got transferred to a different division or dif- 
ferent directorate. 

Mr. Temple. He moved voluntarily. We didn’t want him to go. 

Chairman Barton. Okay. He moved voluntarily. Anyway, he was 
no longer in that group. 

Mr. Temple. We consider that a loss for us. 

Chairman Barton. Okay. Well, we agree on that. We agree on 
that. You know, if he was the one who was picked to do the initial 
review, he should be the one that is picked to do the presentation 
of the data. We, I think, all agree up here that the impression is 
that he wasn’t allowed to present, because higher-ups disagreed 
with him and wanted to muzzle him. 
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Mr. Temple. Well, what higher-ups thought was that the data 
weren’t ripe for presentation, because they needed the analysis of 
the cases by the Columbia group, and you know, it is always a dif- 
ficulty when there is disagreement about something like that. But 
the people at the next level have responsibility for making that de- 
cision. 

We thought it was potentially dangerous for the community to 
present prematurely what appeared to be an FDA conclusion. You 
know, I am positive people can argue that judgment, but that is 
what the judgment was. 

Chairman Barton. Well, we all agree that the best advocate for 
a position is normally the person who is actually most responsible 
for developing the position. You agreed with me that Senator Kerry 
would be a little hacked off if Joe Barton got to present his posi- 
tion, because if I was doing the presenting and I say, now this is 
what Senator Kerry said but this is really what I think ought to 
be, you know, and every time President Bush said something. I’d 
say, well, I have to oppose that, but you know, really I do agree 
with you, it wouldn’t be a very good debate. 

Mr. Temple. This may be more nuance than is safe, but it wasn’t 
that we disagreed with him. What we thought was that the data 
weren’t ready. So what I didn’t want to do 

Chairman Barton. Why wouldn’t you let the Advisory Com- 
mittee — it’s not like you are making a presentation to the un- 
washed like Members of Congress. You are making the presen- 
tation to a technical advisory committee of experts that you your- 
self — not you personally perhaps, but the FDA has picked. 

They certainly ought to be able to determine the nuances of the 
data and, if they are really on their toes, they are going to ask him 
a lot of very pointed questions trying to pick out any flaws in his 
presentation. 

Mr. Temple. We could probably have done that and offered our 
own critique and then let them choose. What we were worried 
about, you know, for better or for worse, is that it would appear 
to be an FDA conclusion and that we thought it was premature, 
and we thought that was not the right thing to do and was poten- 
tially a bad thing for the community. 

I think Dr. Laughren has been trying to — can I let him? 

Mr. Laughren. Can I just try and clarify? 

Chairman Barton. Yes, sir. This is an open hearing. We are not 
going to muzzle anybody. 

Mr. Laughren. Okay. You know, let me just say, first of all, that 
we fully appreciate Dr. Mosholder’s role in this. As Dr. Temple 
pointed out, he was the one who discovered the signal initially, the 
potential signal in the Paxil pediatric supplement back in 2002, 
and alerted us to this problem with the way the data were coded 
that led to the report from Glaxo in May 2003. And everyone 
agrees that he was the right person to begin looking at those data. 

What he did, he looked at the Paxil summary report, which was 
the first one. In the meantime, he began looking back at the pedi- 
atric supplements for the other drugs while we were waiting for 
data from the other drugs and made a very important contribution 
at the internal regulatory briefing in September. 
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The focus — our focus changed dramatically over the course of the 
fall, as we started looking at the cases and recognized that there 
might be a problem in understanding — in whether or not they all 
represented suicidalities. That was one major theme we were pur- 
suing. 

We were also concerned about case finding. We recognized, as 
again we started looking at these documents, that we may not have 
gotten all the cases, and that is why late in the year we issued ad- 
ditional requests for more cases from the companies. 

A third theme that we were pursuing was getting what is called 
patient level data so that we could try and understand the striking 
differences between trials. 

So this was our focus, and gradually it became clear that we 
were going to have to do our own analysis of the data, based on 
this more complex dataset. That is why Dr. Mosholder’s role 
changed during that period of time. So 

Chairman Barton. Are you saying he wasn’t competent to do 
that? 

Mr. Laughren. No, I’m not — well. I’m not saying that. We had 
the expertise to deal with 

Chairman Barton. Who is we? 

Mr. Laughren. Well, the Neuropharm Division, in particular the 
safety team. Dr. Hammad. 

Chairman Barton. And Dr. Hammad is not in the direct line. He 
is kind of a staff auxiliary advisory to the main chain of command 
in the Center. Is that not correct? I mean, his job is to kind of dou- 
ble check everybody else? 

Mr. Laughren. No, no, no. He did the primary analysis, the de- 
finitive analysis that we presented to the Advisory Committee last 
week. 

Mr. Temple. There is a group called the Safety Group in 
Neuropharm that specializes in doing safety analyses, and he is a 
member of that group. He, too, is actually moving to the Office of 
Drug Safety. 

Chairman Barton. But Dr. Hammad’ s — I looked at a flow chart 
to try to figure out who everybody is, and my understanding is, of 
the group that is here. Dr. Temple is the biggest dog and is an As- 
sociate Director, and Dr. Laughren reports directly to you, and 
Dr. 

Mr. Temple. Well, Dr. Katz who couldn’t be here is the Division 
Director, one of three in the office that I run. 

Chairman Barton. You report to him. Right? 

Mr. Temple. He reports to me, and Dr. Laughren reports to Dr. 
Katz. 

Chairman Barton. And Dr. Hammad is in a staff group that is 
not in the direct chain. Is that correct? 

Mr. Temple. No. Well, there’s two Psychopharm groups, one of 
which is headed by Dr. Laughren, and there is a safety group that 
reports the same way as Dr. Laughren does, to Dr. Katz, and Dr. 
Hammad is in that group. 

Chairman Barton. Okay. Well, I have kind of gotten off on a 
rabbit trail here. My time has expired. Let me refocus this again 
to the members of this subcommittee who have really no ax to 
grind except that we want the very best for the American people. 
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and in this particular case we don’t want children taking anti-de- 
pressant drugs if there appears to he quite a bit of evidence that, 
not only does it not help them, in some cases it actually hurts 
them, increases the risk of suicidality. 

Time after time in reviewing the documents and reviewing the 
transcripts and the testimony, you know, it really does appear to 
me that the FDA has gone out of its way to short circuit the find- 
ings of Dr. Mosholder and create this counter-argument that you 
epitomized earlier when you said, well, if there is some evidence 
that it might help some people some of the time, why should we 
stop it, which seems to me exactly contrary to what the normal 
FDA standard is, that if you can’t show that it helps a lot of people 
all the time, we shouldn’t allow it. 

Mr. Temple. I was trying to describe what our Advisory Com- 
mittee of people in the field who actually do this were worried 
about. 

Chairman Barton. I am just really puzzled about that. 

My last thing, again back on Dr. Mosholder: Is it true that, when 
ABC contacted him to say that they were considering him for man 
of the week, that higher-ups at FDA tried to stop that? Is there any 
truth to that? 

Mr. Temple. I have no idea. I can’t imagine that we would try 
to stop it, but I do imagine that it might have to get cleared, some- 
thing like that. But I have no knowledge of this. 

Chairman Barton. Would Mr. Mosholder — ^you are still under 
oath. Do you know for a fact if anybody at FDA, when you were 
asked to be man of the week for ABC, either did not clear that or 
tried to prevent that? 

Mr. Mosholder. Actually, I had a conversation about that with 
Dr. Seligman, whose chair I just took, and Dr. Seligman had some 
reservations about it. In my mind, too, was at that time I had been 
asked to be a witness at this hearing, and I had some concerns 
about whether it would be unseemly, because being person of the 
week involves an on-air interview, whether that would be unseemly 
coming just a few days before this hearing. 

Chairman Barton. So who withdrew? Did you withdraw? 

Mr. Mosholder. I withdrew. Yes. 

Chairman Barton. You withdrew. You didn’t — I am going to ask 
Dr. Seligman as soon as he retakes his seat what is concerns were. 

Dr. Seligman, we just heard from Dr. Mosholder that, after talk- 
ing to you, he withdrew from consideration for ABC man of the 
week, which I would think would be something the FDA would 
want, that they would want their employees being men and women 
of the week to show that they are doing good deeds for the Amer- 
ican people. 

What were the concerns that you expressed to him about that? 

Mr. Seligman. I congratulated him for his selection. 

Chairman Barton. That is not expressing a concern. 

Mr. Seligman. No, I know. I am just telling you what the nature 
of our conversation was. I just expressed the same concern that I 
express over any interaction with the media, which is to make sure 
that was careful and thoughtful in his presentation and that things 
he said were, you know, succinct so that it potentially could not be 
taken out of context. 
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Chairman Barton. So did you encourage him to go forward or 
did you encourage him to withdraw? 

Mr. Seligman. I did neither. I did neither encourage him nor dis- 
courage him. 

Chairman Barton. Okay. Well, if ABC is listening, I would en- 
courage ABC to nominate Dr. Mosholder for man of the week, be- 
cause I think he is doing the kind of things that we want our re- 
searchers and evaluators to do. So for what it is worth, the chair- 
man of Energy and Commerce Committee that has jurisdiction over 
the FDA thinks that would have been an excellent selection. 

Mr. Walden. And Telecommunications. 

Chairman Barton. My time has way expired. So with that, I 
yield back. 

Mr. Walden. Thank you, Mr. Chairman. Now I again appreciate 
the courtesy extended by the gentleman from Michigan, and we 
look forward to your questions. Mr. Stupak. 

Mr. Stupak. Thank you. Dr. Temple, you said the black box 
warnings goes to health care professionals hearing this and not to 
the public. Are you going to do an informed consent on this drug? 

Mr. Temple. The Advisory Committee didn’t vote on that ques- 
tion, but talked about it and did not think that was appropriate. 
The problem here is that 

Mr. Stupak. So are you going to do an informed consent or not? 

Mr. Temple. Well 

Mr. Stupak. Yes or no? 

Mr. Temple. I don’t think that is fully settled, but I would say 
probably not. 

Mr. Stupak. So we don’t get the black box warning. There is no 
informed consent. How are people out here going to know what is 
going on with these drugs? 

Mr. Temple. Sorry, I missed the first part of your sentence. 

Mr. Stupak. There is no black box warning that people will re- 
ceive. There is no informed consent. How are they going to know 
that these drugs are not effective and increases possibility of sui- 
cide behavior? 

Mr. Temple. Well, patients will — with unit of use packaging, 
every patient who gets the drug gets the patient labeling, so called 
Med Guide. That will have a very prominent statement — whether 
we box it or not, I think that hasn’t been determined yet; we don’t 
necessarily 

Mr. Stupak. You are going to put the Med Guide, which is sup- 
posed to be in very plain, simple English — you are going to put that 
into every packet? 

Mr. Temple. Yes. 

Mr. Stupak. Every one? 

Mr. Temple. Every one. 

Mr. Stupak. Is the pharmacist going to have to dispense it or is 
it going to be in every one? 

Mr. Temple. No. We despair of success when the pharmacist has 
to dispense it. 

Mr. Stupak. Beg pardon? 

Mr. Temple. We don’t think it is successful if the pharmacist has 
to do it. That is why we create — that is why we insist, in some 
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cases anyway, on unit of use packaging. Unit of use packaging 
means 

Mr. Stupak. Right. Familiar with it. You indicated that — we 
have heard testimony the last couple of times that everyone was 
quick to say there were no suicides in clinical trials. Is that cor- 
rect? Yes or no? You can’t shake your head. 

Mr. Temple. I’m sorry. Yes. 

Mr. Stupak. Okay. So where did you get the information on the 
suicides then? 

Mr. Walden. Just for our audience, we are being called for one 
vote. We will wait, though, a few minutes, and then we will recess 
while we make that one vote. Then we will come back. Oh, is it 
two votes? Okay. Well, we will do the same drill. 

Mr. Temple. There were no suicides in the 4,000 or so patients 
who were in the controlled trials — in the pediatric trials. 

Mr. Stupak. Correct. 

Mr. Temple. In the much larger data bases that have been car- 
ried out in adults, there were suicides, and we have compared the 
frequency of suicides on-treatment and off-treatment in those. 
There, it comes out even. That is our suicide data. 

Mr. Stupak. So your suicide data would be coming from reports 
from the drug manufacturers then, right, or unless it is 
voluntarily 

Mr. Temple. No. These are results of trials. There have been a 
lot of trials altogether. So we have 30-40,000 people. Dr. Hammad 
can tell us how many. 

Mr. Stupak. So the suicides were found in the adult population. 
You extrapolated that to make some kind of conclusions as to chil- 
dren? 

Mr. Temple. No. We have reached the conclusion about adults. 
We don’t know that adults and children are the same. As I said, 
when Paxil data in adults were examined in exactly the same way 
as they were examined in children, and the children’s analysis 
showed a clear excess of suicidal behavior and thinking, no similar 
excess was seen in adults. 

I don’t have a good explanation for that. I don’t know why that 
should be true, but that is what the result is so far. 

Mr. Stupak. If you have no suicides in the clinical trials, do you 
have suicides in your adverse events file? 

Mr. Temple. Yes. 

Mr. Stupak. With children? 

Mr. Temple. Oh, yes. 

Mr. Stupak. And what percentage are reported? 

Mr. Temple. Well, we have no idea. 

Mr. Stupak. Wasn’t it true that with your adverse events report, 
only about at most 10 percent are ever reported? 

Mr. Temple. That is a figure commonly given, but we don’t know 
what the right answer is. 

Mr. Stupak. In fact, FDA has used that figure many times, 
somewhere between 1 percent and 10 percent. 

Mr. Temple. We have used that figure to try to make rough esti- 
mates, but that is not the same. 

Mr. Stupak. What you have is only 10 percent of what may actu- 
ally be out there. We can’t say with certainty, but based upon. 
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again, extrapolation of the data, it is basically 10 percent of the 
known number. 

So when you do your black box warning, are you going to use the 
word rarely, that suicide behavior, suicide thoughts, suicide idea- 
tion, suicides may rarely occur with the use of these anti-depres- 
sants in young people? 

Mr. Temple. No. The results of the trials would not support the 
term rare. Dr. Hammad estimated — well, it is roughly, just rough- 
ly, 2 percent in people who get placebo and about 3.5 or 4 percent 
in people who get the drug. That doesn’t meet anybody’s test for 
rare. 

The excess risk is in the neighborhood of 2 to 3 percent. I think 
that is the figure Dr. Hammad gets. So that would not be called 
rare. 

Mr. Stupak. When will you end your conversations about the 
black box? 

Mr. Temple. Really, within a few days, we will reach a decision. 

Mr. Stupak. Right. You have stated in your testimony, the little 
bit I have been in — we have a mark-up going on upstairs; so I am 
running back and forth between the two. You have stated in your 
testimony that thus far these anti-depressants in children, “doesn’t 
work; do not meet the standards for approval; results are discour- 
aging.” Then why does the FDA allow these anti-depressants be 
given to children under the age of 18? 

Mr. Temple. Well, we don’t allow it. The labeling all says, except 
for Prozac, that safety and effectiveness 

Mr. Stupak. Are you telling this committee, if the FDA put on 
the thing that says not to be distributed to children under 18, you 
don’t have that authority? You can’t do that? 

Mr. Temple. Not to be distributed? 

Mr. Stupak. Not to be filled by pharmacists. 

Mr. Temple. We could, for example, contraindicate the use in 
people under 18. 

Mr. Stupak. Yes, you could. 

Mr. Temple. We could. We were advised by our committee in the 
strongest way — this was not 15 to 8 

Mr. Stupak. This was the Advisory Committee. Right? 

Mr. Temple. Right. 

Mr. Stupak. You don’t listen to advisory committees if you don’t 
want to anyway. Take Accutane. We have been waiting for 4 years 
for certification and registry. Four years, we still don’t have it. 
After two advisory committees tell you do it, we are still waiting 
4 years later. 

The FDA does what it wants. Now the bottom line here 

Mr. Temple. I have to protest. We take — I can’t speak to the case 
you are referring to here. We take 

Mr. Stupak. The bottom line is you have the authority. 

Mr. Temple. We could seek to contraindicate their use. 

Mr. Stupak. Then if it doesn’t work and increases the possibility 
of suicidal behavior in people under the age of 18, why don’t you 
do it? Aren’t you supposed to protect the safety and welfare of the 
American people? 

Mr. Temple. Yes, and we are not sure that your proposal or your 
suggestion would protect the American public. It might harm them. 
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Mr. Stupak. Well, let me just read you here. This was an article 
handed out earlier today. This is the San Francisco Chronicle, I 
think it was, the article. It says on paragraph, column four, first 
paragraph: “But this episode suggests that they” — being the FDA — 
“reject the precautionary principle in favor of the idea that no drug 
is dangerous unless it is proven to he so.” 

Mr. Walden. I believe that is the British Journal. 

Mr. Stupak. The British Journal? Okay. So in other words, 
shouldn’t you err on the side of caution when you are talking about 
increased possibility of suicidal behavior in young people, especially 
when the drugs thus far has not shown to be effective in the treat- 
ment of depression? 

Mr. Temple. Well, like the Advisory Committee, I believe we 
have to think about a whole bunch of things. There are — I don’t 
want to make more of this than they deserve, but it is very clear 
that the suicide rate in adolescents has been declining for the last 
10 years, the period in which these drugs were started. 

Mr. Stupak. But you can’t give the anti-depressants credit for 
that, because you have said that they are not effective in that. 

Mr. Temple. No. I have not said that they are not effective, and 
it is very important to recognize the distinction. 

Mr. Stupak. Wait a minute. You’re saying now they are effective 
in treating depression in young people? 

Mr. Temple. No. What I said is that they have not been shown 
to our satisfaction to be effective. That is, they haven’t been shown 
in well controlled studies to do the things that you are supposed 
to do to be considered effective. But we know from depression trials 
in adults that lots of drugs that work can’t show that they are ef- 
fective every time. 

In fact, more than 50 percent of all trials in adults fail. Why they 
seem to fail so much in children, we don’t know. It could be they 
really don’t work. 

Mr. Stupak. You don’t know. 

Mr. Temple. We don’t know. 

Mr. Stupak. For all indications right now, we know they don’t 
work. We know they increase suicide behavior. Then why don’t you 
not allow the drugs be prescribed to children under 18 until you 
do know — until you do know? Isn’t it more harm to these people 
who may be of fragile mind, suffering from depression, to give them 
something like Paxil, which is supposed to make them feel better, 
and it really doesn’t? Isn’t the mind then saying, geez, I had a little 
hope here; you gave me this prescription, and I would be better. It 
doesn’t work. In fact, it is not being effective. Aren’t you really put- 
ting that person at risk, at a greater risk with a false hope that 
you are giving them? 

Mr. Temple. Having untreated depression is risky, too, and we 
don’t know 

Mr. Stupak. Absolutely. 

Mr. Temple. We can’t know. You can’t do mortality studies here. 
No one will let you do them. We don’t know whether you would be 
worse off or better off. The Advisory Committee was quite con- 
vinced, but I am not going to tell you they had data to work from. 
They didn’t. They were quite convinced that there are many people 
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who are suicidal because of their disease who would be made worse 
off. 

I am not telling you that they know that to be true. I am not 
telling you that is evidence. I am not telling you that should lead 
to a claim in labeling. But I don’t dismiss it out of hand either. 

Mr. Walden. If I could interrupt just a second, Mr. Stupak. Are 
you able to come back after the votes? 

Mr. Stupak. Sure. 

Mr. Walden. In which case I would extend you another 5 min- 
utes after the votes. We are probably down to about 7 minutes or 
so to go over to vote. What I would like to do is recess the com- 
mittee, return, and then I will return to you for further questions, 
if that is appropriate. 

The committee will stand in recess, and we would request our 
witnesses to stay here as well. Thanks. 

[Brief recess.] 

Mr. Walden. If I could have our witnesses return to the table, 
we will get started here in just a moment. I am going to call the 
Committee on Oversight and Investigations back to order. 

When we left for the vote. Congressman Stupak had the floor, 
and we are extending you another 5 minutes for your continuing 
line of questions. So the Chair would recognize the gentleman from 
Michigan. 

Mr. Stupak. Thank you, Mr. Chairman. 

Dr. Temple, in response to one of the questions by someone up 
here, they were asking about the studies, and you said there were 
some studies you could not publish concerning the anti-depres- 
sants. 

Mr. Temple. I said we can’t force people to publish things. 

Mr. Stupak. But can you publish them? 

Mr. Temple. Well, let me describe what we can and can’t do. 
When we approve a new drug or a supplement to a new drug, our 
reviews and things like that are all made public. They are put on 
our website. If we do not approve 

Mr. Stupak. Your reviews, but not the studies? 

Mr. Temple. Our reviews, not the studies. But our reviews are 
quite detailed. I would modestly say there are at least as inform- 
ative as a publication in a journal, as a rule. 

Mr. Stupak. Okay. So these are all approved. All these anti-de- 
pressants are approved drugs. If another study comes out, do you 
get that study? Do you receive that study? 

Mr. Temple. Like if they do another study, they must be re- 
ported in annual reports, but unless they show something bad, they 
don’t have to be — not much has to be done with them. If they show 
something dangerous, then they have to be reported to us prompt- 
ly- 

Mr. Stupak. So they are found in what is called the Annual 
Progress Report or another one they call it is the Investigative 
Drug Brochure. Correct? 

Mr. Temple. Well, that is for a drug that 

Mr. Stupak. That is for an IND. Right? 

Mr. Temple. Yes. 

Mr. Stupak. Okay. In the Annual Progress Report — that is just 
a summary of what they did. Right? A summary of these studies. 



106 


the drug companies send it to you: Here’s what we have done in 
the past year; here is where reference to our pill has showed up 
in a medical journal, or something like that. 

Mr. Temple. They may actually put the reprints, but I wouldn’t 
want to boast too much about how useful those documents are to 
us. 

Mr. Stupak. What if the company fails to leave out part of the 
critical point that you are looking for, that something would be 
dangerous, such as causing suicide or affecting the central nervous 
system. They don’t put it in their annual report. 

Mr. Temple. Well, if we somehow become aware of it, we can 
bring various legal actions against them. You have to tell us about 
things like that. There are examples where delays in reporting to 
us have resulted in criminal penalties of various kinds. 

Mr. Stupak. Okay. 

Mr. Temple. Of course, we do have to find out about it. 

Mr. Stupak. Sure. Let me ask you this question. Is it true that 
the FDA published its Public Health Advisory with a recommended 
label change about worsening depression and suicidality in patients 
treated with anti-depressants on March 22, 2004? 

Mr. Temple. Yes. 

Mr. Stupak. Okay. And who wrote the text of that label change? 

Mr. Temple. Wow. Let me ask Dr. Laughren, because he and his 
people would have had a major role in that. 

Mr. Laughren. The initial draft of the label change came out of 
the Division, but there were a number of other groups within the 
agency who had input into that, including people in Office of Drug 
Safety, Office of Pediatrics and Counterterrorism. 

Mr. Stupak. Well, let me ask you this then. Who would have 
been the person to sign off? Who gives it final signature? I know 
you have these initial drafts. 

Mr. Temple. I mean, something like that goes through parts of 
the Commissioner’s office for final sign-off. 

Mr. Stupak. Okay. So Dr. Crawford would be the guy who would 
sign off on it eventually then? 

Mr. Temple. I can’t say that, but someone in the Commissioner’s 
office would. 

Mr. Stupak. If you compare the text that the FDA approved for 
the labels of anti-depressants on March 22, 2004, and what is on 
the labels of the anti-depressants today, would they be the same? 

Mr. Temple. It depends on how the Public Health Advisory is 
written. Sometimes they are written before 

Mr. Stupak. I am talking about the March 22, 2004 Public 
Health Advisory. Look at Tab 44. That might help a little bit here. 

Mr. Temple. They wouldn’t necessarily be the same. You are 
writing in a different way. You are trying to communicate a little 
more in the Public Health Advisory. 

Mr. Stupak. Well, explain this to me. Look at Tab 44. 

Mr. Temple. They shouldn’t be in major 

Mr. Stupak. March 22, 2004, says, and I am quoting: “Health 
care providers should carefully monitor patients receiving anti-de- 
pressants for possible worsening of depression and suicidality, es- 
pecially at the beginning of therapy or when the dose either in- 
creases or decreases. Although FDA has not yet concluded that 
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these drugs cause worsening depression or suicidality, health care 
providers should be aware that worsening of symptoms could be 
due to the underlying disease or might be a result of drug therapy.” 

But now the actual labels say this — that is approved by the FDA. 
It says, “Patients with major depressive disorder, both adult and 
pediatric, may experience worsening of the depression and/or the 
emergence of suicidal ideation and behavior (suicidality), whether 
or not they are taking anti-depressants medications, and this risk 
may persist until significant remission occurs. Although there has 
been a longstanding concern that anti-depressants may have a role 
in inducing worsening of depression and the emergence of 
suicidality in certain patients, a causal role for anti-depressants in- 
ducing such behaviors has not been established. Nevertheless, pa- 
tients being treated with the anti-depressants should be observed 
closely for clinical worsening and suicidality, especially at the be- 
ginning of the course of drug therapy or at a time the dose 
changes.” 

This is just one example of how March 22, 2004, labeling warn- 
ing label text is different from the labels we see on the drugs today, 
and there is actually another one. My question is, why is the 
March 22 language published on your website not good enough to 
make it to the labels for the doctors? If you have already weakened 
your March 22 recommendation — I believe you have — how can we 
trust that you won’t have strong, clearly worded labels on the pack- 
age that demonstrate the lack of efficacy and the increase of risk 
with these drugs? 

See what I am saying. March 22 you had pretty strong warning. 
That is on your website. Now what we see on the package is com- 
pletely different. 

Mr. Temple. I guess I think the labeling language is of similar 
strength, although the words are somewhat different. They both 
emphasize monitoring. They both emphasize that you can get 
much 

Mr. Stupak. See, here’s our problem. Most of us up here aren’t 
doctors. We looked at it. We read it, and we can’t — we think it is 
less. We think it is weaker, and then you tell us you are going to 
do this black box warning, which the patients and families aren’t 
going to get, and the first notice they are going to get about they 
are not being effective and may actually increase suicidal behavior 
is when they open up their package, because in there is going to 
be a Med Guide. 

Isn’t that a little bit too late? They have already had their pre- 
scription. They already had it filled. They are already there. They 
got it. They’ve spent the money. Now after all this, now you are 
going to tell them, hey, wait a minute, before you do this you ought 
to know this. 

That is our concern up here. Sounds like we got the horse before 
the cart, the cart before the horse, whatever you want to call it. 
Ain’t right. 

Mr. Temple. That’s a different question. That is why we made 
sure that the Committee discussed the question of whether there 
ought to be some attempt to give something out beforehand. The 
difficulty with those, and we do do it sometimes, mostly in relation 
to fetal abnormalities where the urgency seems maximal, is that 
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how you structure that, how you get these into the office, how you 
get them discussed adequately, given the current situation on how 
long people spend, is not so clear. 

Mr. Stupak. Right. When you discuss these, it is between the 
FDA and the drug company. Is anyone there representing the peo- 
ple, the patients, a public citizen or anyone like that at these dis- 
cussions that you are having on black box and all that? 

Mr. Temple. Well, these discussions aren’t being held with the 
drug companies either. We are going to propose labeling. Then 
maybe after that 

Mr. Stupak. And then you go back and forth? 

Mr. Temple. Maybe, but 

Mr. Stupak. No, no, you do, every one of them. I have never seen 
a drug company yet accept a first recommendation you made on la- 
beling. 

Mr. Temple. Well, we didn’t — I mean, Tom would know best, but 
I don’t know how much difficulty we had with the one in March. 

Mr. Stupak. Let’s go back to my original question. See, the con- 
fusion with your March 22, what you have on the website, people 
get it after they purchase drug. Why don’t we just go to an in- 
formed consent? I would strongly urge you go to informed consent 
before you ever even get this, when you start treating with these 
doctors, that clearly spells out like a Med Guide would that here 
is what we find. Arid if it changes, we can change that informed 
consent. 

I don’t want a voluntary one, because half the doctors don’t give 
it. We want a mandatory informed consent, especially when dealing 
with young kids. 

Mr. Temple. To do that, you also have to have a completely sepa- 
rate distribution system. It has to be shipped directly to the doctor 
or something like that. It is 

Mr. Stupak. I know doctors are busy, but if you tell them it is 
a mandatory informed consent and then they are practicing im- 
properly, they would do it. 

Mr. Temple. May be. I think what the people on the committee 
thought was that the burdensomeness of it would interfere more 
than they wanted with the appropriate use of the drugs. That 
doesn’t mean we can’t consider this further, but that is what they 
thought. They did talk about this a fair amount. 

Mr. Stupak. I would encourage you to do the informed consent, 
and thank you for the extra time. 

Mr. Walden. You are welcome. Thank you for your participation. 

Dr. Knudsen, if you would turn to Tab 73, please, sir. Do you re- 
call ever getting this response from Pfizer? I note it says a desk 
copy to you on the bottom of the second page, I believe. 

Mr. I^UDSEN. I did not — I don’t recall getting the response from 
Pfizer that addressed that request that I had of them to provide 
additional information. Once again, just because I don’t recall 
doesn’t — let’s see. 

Mr. Walden. Had you gotten an official company response to the 
question about suicidality, what would have been your protocol in 
reviewing that response? 

Mr. Knudsen. Yes. I would have read it and ascertained whether 
or not they answered the questions posed to them, whether or not 
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they answered the questions adequately, and often indicated what 
we — well, NAI, no action indicated, signed my name. 

I am not saying I did it for this one, because I do not recall any- 
thing from them. 

Mr. Walden. Right. I understand. 

Mr. Knudsen. But that is how I have done it in the past. 

Mr. Walden. Were you able to find any memo in the Zoloft files 
you looked at, at the agency or in your own files, evidencing that 
you or anyone else within the agency actually reviewed Pfizer’s re- 
sponse? 

Mr. Knudsen. No. 

Mr. Walden. Had you been satisfied with Pfizer’s response, 
would you have most likely written a memo to that effect, had you 
been satisfied with their response? 

Mr. Knudsen. It is conceivable. 

Mr. Walden. I think your mike got turned off there, sir. 

Mr. Knudsen. I may have put a No Action Intended — indicated, 
excuse me. But, yes, I 

Mr. Walden. I mean, you would have written some response. 

Mr. Knudsen. Yes. Yes. 

Mr. Walden. So would you have let your supervisor know that 
you had reviewed and received the company’s response to a safety 
question you posed? Is that standard operating procedure? 

Mr. Knudsen. I would have put my response in the box, yes. 

Mr. Walden. The box? 

Mr. Knudsen. Well, the mailbox for my supervisor. 

Mr. Walden. Okay. Thank you. Who was your supervisor at the 
time? 

Mr. Knudsen. Dr. Laughren. 

Mr. Walden. Okay. Dr. Laughren, do you recall ever reviewing 
Pfizer’s response on this issue of suicidality in kids? 

Mr. Laughren. Not at that time. I have looked at it subse- 
quently. 

Mr. Walden. And that was because of the hearing coming up 
here? 

Mr. Laughren. I just learned about it as a result of document 
exchanges and what-not. We did not have the letter that Dr. Knud- 
sen sent to Pfizer in our files. I believe we had to get that from 
Pfizer. 

Mr. Walden. That is our understanding. But we are talking 
about Pfizer’s response to that letter. 

Mr. Laughren. Right, right. 

Mr. Walden. But you didn’t have either one, is what you are 
saying. Is that in part because you don’t have a record retention 
policy? Dr. Temple, what is your policy for saving documents like 
this? 

Mr. Temple. Materials that are — go ahead. 

Mr. Laughren. We did have the May — was it May 28, the date 
of the receipt? 

Mr. Walden. Yes, May 28, 1996. 

Mr. Laughren. We did have that in our files. What we did not 
have is the letter that Dr. Knudsen sent back in March. We didn’t 
have a copy of that letter in our files. 

Mr. Walden. Oh, I see. But you did have Pfizer’s response? 



110 


Mr. Laughren. It was in our files. But there was no indication 
that it had been reviewed. 

Mr. Walden. I see. And you hadn’t reviewed it prior to the com- 
mittee bringing this to your attention? 

Mr. Laughren. There wouldn’t have been any reason for it to 
have come to me, ordinarily. 

Mr. Walden. Unless he had referenced it to you. 

Mr. Laughren. Unless he had given it to me. Right. 

Mr. Walden. All right, and there is no record of that. Okay. But 
I ^ess the question is: Now you have reviewed it, do you think it 
raises serious safety concerns? 

Mr. Laughren. No. It basically provides additional information 
that supports the view that I expressed in my October — I think it 
was October 25, 1996, memo where I commented on the issue that 
Dr. Knudsen raised in his March review. It basically supports that 
view. 

Mr. Walden. And what he raised at that time was a serious 
safety concern, wasn’t it? 

Mr. Laughren. Well, he raised a concern that there might be a 
signal of increased risk of suicidality in pediatric patients relative 
to adults, but if you have seen my October 25 memo, I believe I 
fully addressed that. I mean, there were a couple of issues there. 

No. 1, he was comparing risk of suicidality in adult patients who 
had been scrupulously screened out for not having depression with 
a group of children, many of whom had primary depression. So it 
was not, in my view, a reasonable comparison. 

Mr. Walden, all right. If you would turn to Tab 75, we will send 
the book of tabs back your way. This is a memo that you authored 
on October 25, 1996. Subject line is: You note that “a concern about 
the possibility of a signal of emergent suicidality, suicide attempts, 
gestures or ideation association with Certraline used in pediatric 
patients was raised by Dr. Knudsen in his 3/28/96 safety review.” 
In your memo you did not mention the fact that Dr. Knudsen re- 
quested and received additional information from the company. 
Why is that? You had no idea? 

Mr. Laughren. Because, obviously, I didn’t know about it. 

Mr. Walden. Okay. As you know, the company’s response was 
May 1996, and so over 4 months before you write this memo. So 
this memo gets written. This is in the file somewhere in theory, be- 
cause it is there today, and nobody reviewed it? 

Mr. Laughren. Well, again I said, now that I became aware of 
it very recently, I have reviewed it; and as I say, it supports — 
sorry? 

Mr. Walden. It doesn’t raise serious 

Mr. Laughren. Well, it answers the questions that Dr. Knudsen 
raised in his letter to the company. It provides additional data and, 
having looked at those data, it supports the conclusion that I am 
reaching in my memo, that there is no signal. 

I mean, really, the only data in that final safety update that Dr. 
Knudsen reviewed back in 1996 that is relevant are the controlled 
trials data for that one study in pediatric OCD. That was roughly — 
that was the study that we have subsequently reviewed, roughly 
100 patients in drug, 100 patients in placebo. There is one 
suicidality event. That occurs in a placebo patient. 
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That is really the only data there that are directly pertinent to 
the question. 

Mr. Walden. Let me just read the final paragraph of this memo. 
It is Tab 75. This is the one that you wrote to file. It says: “In sum- 
mary, I don’t consider these data to represent a signal of risk for 
suicidality for either adults or children. Supplements are planned 
for both depression and OCD in pediatric patients, and when we 
have more complete data, including Ham-D data, we can look more 
critically at this issue using the now standard approach of com- 
paring the proportions of drug and placebo exposed patients who 
show worsening on Item 3, suicidality item of the Ham-D during 
treatment. At the present time, current labeling simply notes Zoloft 
has not been adequately evaluated for safety and effectiveness in 
pediatric patients.” 

So you are saying that you are going to look at additional stud- 
ies. Right? 

Mr. Laughren. Well, basically, what I am saying here is that we 
would likely look at the Ham-D item. Every one of these depression 
rating scales that is used in evaluating — they are often used in 
OCD trials as well. They have a standard suicide item. In the case 
of the Ham-D it is the Item 3. 

Dr. Hammad as part of his review of these pediatric suicidality 
data did look at the item scores. He looked at two measures of the 
item scores, both 

Mr. Walden. But that was when? 

Mr. Laughren. Well, that was recently. 

Mr. Walden. Right. What happened between 1996 and recently? 
Did the agency look more critically at this issue? Did you put this 
in the pediatric trials for anti-depressants for kids, the written re- 
quest? 

Mr. Temple. No. They all do that, though. They all do a Ham- 
D. 

Mr. Walden. Well, that is not my question. My question 

Mr. Temple. No, no. It did 

Mr. Walden. Now wait a minute. Dr. Temple, did the FDA spe- 
cifically in your written request ask for exploration of this question, 
suicidality? 

Mr. Temple. The answer is we did not. But again 

Mr. Walden. Why? 

Mr. Temple. At the time we issued — prepared and issued the 
written request, obviously, it was not an issue that was prominent 
in our thinking. Again, keep in mind, up until this point we had 
never seen a signal for suicidality in the adult data. 

Mr. Walden. But doesn’t this memo indicate that this is some- 
thing you needed to look at? 

Mr. Laughren. I did consider, and again, as I am saying, looking 
at the data that were available in this safety update, there was no 
signal for suicidality in children. The signal that emerged for Zoloft 
in pediatric patients came later. It came in the depression trials. 

There was one study here, only one study,an OCD trial. There 
was no signal in that trial. 

Mr. Walden. All right. But your memo says, when we have more 
complete data, including Ham-D data, we can look more critically 
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at this issue. How did you look more critically at the issue? How 
did you go about getting more data? 

Mr. Laughren. We have looked more critically very recently, 
looking 

Mr. Walden. Very recently? 

Mr. Laughren. Very recently. 

Mr. Walden. See, I am looking at this gap between 1996-97 
when some of these issues began to be raised by various people in 
FDA. 

Mr. Laughren. Well, raised but also addressed. There is no sig- 
nal in these data. 

Mr. Temple. The first real signal came when Dr. Mosholder eval- 
uated the Paxil data. 

Mr. Walden. And when was that? 

Mr. Laughren. That supplement came in, in probably the spring 
of 2002, and he finished his review in the fall of 2002, and that is 
when we 

Mr. Walden. Didn’t we already go through this with Mr. 
Mosholder on a 1997 memo where this was also raised as an issue? 

Mr. Laughren. Not suicidality. That was agitation and, by the 
way, that information got into labeling. That is included in the la- 
beling for Luvox. There was no issue of suicidality raised in Dr. 
Mosholder’s review. 

Mr. Walden. So from 1997 to 2002, how did the agency look 
more critically at the data? 

Mr. Laughren. We had no — again, up until the time that Dr. 
Mosholder reviewed the Paxil pediatric supplement in 2002, we 
had no reason to do anything more. There was no signal. 

Mr. Temple. Can I also repeat a distinction I made earlier? We 
thought at the time — and you can see that in Dr. Laughren’s 
memo — that looking at the suicide item on a Ham-D or the equiva- 
lent in a pediatric score would be the way to find suicidality. That 
is plainly not true, because you don’t see, as Dr. Hammad’s review 
showed — ^you don’t see any increase in that item even in the trials 
that show the increased suicidality. 

What turned out to be the place to look, which we didn’t know, 
was in the adverse reaction reports, and I would say we don’t know 
why that is. Why, if you are not feeling more suicidal, do you have 
more suicidal events? I don’t think we know the answer to that. 
But it is very clear now that the way to look for suicidal ideation 
is to, in a more structured and better way that we have probably 
done up to now, look at those events that may represent suicidal 
behavior or thinking, and that the 

Mr. Walden. There is a March 1991 article, a case study called 
Emergence of Self-Destructive Phenomena in Children and Adoles- 
cents During Fluoxetine Treatment. 

Mr. Laughren. Is that the King article? 

Mr. Walden. I am sorry? 

Mr. Laughren. I am sorry. Is that the King article? 

Mr. Walden. I believe it is, yes, sir. 

Mr. Laughren. Right, and that is reporting on individual cases. 
Those are not controlled trials data. 

Mr. Walden. Is this a peer reviewed study? Is this in Journal 
of American Academy of Child and Adolescent Psychiatry? 
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Mr. Laughren. It very likely is. It came out around the same 
time as the Teicher article reporting on a series of, I believe, six 
adults being treated with fluoxetine. Again, it is a suggestion that 
there might be something, but it is far from, in any sense, defini- 
tive. 

Again, we had been systematically looking at the adult data for 
almost that entire decade, you know, looking at both suicide item 
scores, looking at event data, and more recently had begun to accu- 
mulate the completed suicides in adults, had not seen a signal. So 
there was no particular reason why that issue should have been on 
our radar screen. 

Mr. Walden. Okay. So, basically, you had no reason in these 
trials to even look for it, is what you are telling us? When you put 
out the written request 

Mr. Laughren. They were looked at in the routine ways. Ad- 
verse events were reported, and the item data were collected. 
Again, a signal did emerge in the Zoloft data later on with the two 
pediatric trials in depression, but even that wasn’t recognized 
until — actually. Dr. Mosholder was the medical officer who re- 
viewed that supplement initially. He did not observe a signal for 
suicidality. it is only when he went back during the summer of 
2003 and looked at — relooked at the same data that a weak signal 
emerged. 

Mr. Walden. Dr. Temple, did you have the authority to ask the 
companies to look at this, to keep better data so you could, in your 
written request to them? 

Mr. Temple. Let me be clear. You always measure the standard 
suicide scores, and we have the capacity to look at those. That is 
what you do in all these studies. It is how you measure improve- 
ment. 

So every time you do these studies, you get a suicidality score, 
and we look at it. There isn’t anything the company has to do ex- 
cept give us the data. What we could have thought — what we con- 
ceivably could have asked but didn’t know to ask was a better, 
more structured, more careful look at events that might or might 
not represented suicidality, but we didn’t know to do that. 

Mr. Walden. But didn’t Dr. Laughren say that in the depression 
trials you should look more critically? 

Mr. Temple. We were looking at the items in the Ham-D score, 
and nobody saw anything. It shouldn’t surprise us that we didn’t 
see it, because in the very data that have created the signal we are 
worried about now, you don’t see any increase in the pediatric 
version of a Ham-D. That is not where it shows up, for some rea- 
son. 

Mr. Walden. I guess, as I have listened to this, and I have sat 
through these hearings a long time, the picture that begins to 
emerge in my mind isn’t a pretty one, because it is one that says 
you are worried less about suicidality than in continuing to allow 
physicians to prescribe a drug that most studies show at best has 
no effect in treating depression in kids and adults. 

Mr. Temple. I don’t agree that that is our conclusion. We spent 
tremendous resources and devoted tremendous effort to evaluate 
the suicidality question. 
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Mr. Walden. Well, when Dr. Mosholder does the review and says 
I am spotting something here that is very troubling, when you are 
dealing with drugs in kids that virtually every trial shows have no 
effect and Dr. Mosholder is finding some link to suicide, you — well, 
it seems to me, my opinion is you ended up on the side of let them 
prescribe it, because they might be okay; we don’t necessarily agree 
Mosholder has got this right; we are going to go run it out some- 
where else and see, and take that risk. 

Mr. Temple. We didn’t think we were letting them prescribe it 
or not letting them prescribe it. The question we were trying to 
face was do we have enough information to say there is increased 
suicidality in children given these drugs. That is what we were 
grappling with. 

Mr. Walden. You have said earlier today that you didn’t want 
to discourage the prescribing of these off-label, because they may 
work in some people. 

Mr. Temple. That is a different question. We thought that it was 
very important to get the right answer on this question. That is 
correct. 

Mr. Walden. Well, I will tell you, I guess that is where we are 
just going to agree to disagree maybe, but if I had to err and I saw 
a sign from one of my top scientists that I handpicked to take a 
look at this and who I have a great respect for, and he came back 
and said I have looked at the data and I am seeing a link to suicide 
in kids. I’d say we better err on the side of caution here. And 
maybe you got to go peer review it, but meanwhile since most of 
these drugs don’t show any efficacy in kids, let’s err on the side of 
against suicide. 

Mr. Temple. But we put out several public announcements say- 
ing that you should be careful and that we are worried about this. 
We didn’t change the label, though. That is correct. 

Mr. Walden. I have way overrun my time. Thanks for your pa- 
tience. I yield to the ranking member, Mr. Deutsch. 

Mr. Deutsch. Dr. Temple, in an earlier point there was a discus- 
sion regarding this issue of different sort of contraindications for 
children versus adults, and you are saying that it applies to both — 
you know, no separation of warning. At what point is a rec- 
ommendation that there be a separate warning? Are there separate 
warnings — I mean, how atypical is this? Is this the process? Is this 
the procedure? Are there cases where you do have separate warn- 
ings? 

Mr. Temple. Well, the warning language that will describe the 
now documented increased — now we believe it is documented. 
Maybe someone else thought it was documented before. What we 
now believe is the documented increase in suicidality in children. 
That will be a separate statement, because we don’t think such 
a 

Mr. Deutsch. What tips it to make that difference, the separa- 
tion? 

Mr. Temple. Well, it isn’t so much the separation, but we 
now 

Mr. Deutsch. Well, the dual warning. 

Mr. Temple. Well, we now believe — we have not seen such a 
thing in adults. As I mentioned before. Dr. Mosholder presented an 
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analysis on Paxil that quite clearly does not show that finding in 
an adult population, using the same methods that showed it in pe- 
diatrics. 

So you need a special warning on that subject for children, be- 
cause they are the ones who get that reaction. The warning in 
March was about pay attention to people when you are starting 
therapy. That is still a good warning for everybody. That still ap- 
plies to everybody. 

Mr. Deutsch. I guess the question I am trying to get at is at 
what point do you tip the balance and then say a separation for 
children? 

Mr. Temple. I don’t think it is a balance. I think, as soon as you 
have information that says children are different, you do it. 

Mr. Deutsch. And are you looking for that information or is it 
just 

Mr. Temple. Well, one of the points of doing studies in children 
is that very point, to see if they respond differently. 

Mr. Deutsch. Right, but is that only done in terms of, you know, 
the incentives that we have put on in terms of increased exclusivity 
based upon that issue? 

Mr. Temple. The usual request for data, written request for 
data, includes a request for studies of effectiveness, pharmaco- 
kinetic studies because that can be something, and a safety study 
. That is what they usually consist of 

Mr. Deutsch. Right, but generally those safety studies don’t 
break out children. So that 

Mr. Temple. Sorry. This is for a written request on gaining pedi- 
atric exclusivity. 

Mr. Deutsch. Right. 

Mr. Temple. So that is only children. 

Mr. Deutsch. Right. Right, but if it is a pediatric exclusivity, 
then you would have that. But outside of that, a pediatric exclu- 
sivity, then you would have no information. 

Mr. Temple. Outside of that, it is extremely hard to get any 
studies in children. That is why we have the Best Pharmaceuticals 
for Children Act, because children — well, it is extremely unusual, 
and most people would say it is not appropriate, to start studies 
of children before you have the drug properly worked up in adults. 
There’s a lot of nervousness about, you know, children can’t give 
consent and so on. 

So it has always been true, whether we have the Best Pharma- 
ceuticals for Children Act or before, that we expected the pediatric 
studies to be done afterward. 

Mr. Deutsch. If I can switch to Dr. Seligman, I have a series of 
questions, but I want at least to open it up and give you an oppor- 
tunity, because my understanding, this has not been brought up at 
this point, which is the investigation regarding — I guess in re- 
sponse to the San Francisco Chronicle article detailing the FDA’s 
decision to remove Dr. Mosholder’s presentation. 

If you can at least give us your perspective of why that investiga- 
tion began and the appropriateness of that investigation. 

Mr. Seligman. Certainly. Both prior to and subsequent to the 
publication of two articles in the San Francisco Chronicle, a num- 
ber of staff in the Office of Drug Safety approached me raising a 
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concern of the possibility that there may have been an inappro- 
priate disclosure of confidential information to the reporter at the 
San Francisco Chronicle. 

Upon receipt of that information, as you have in your book, I for- 
warded those concerns on to the Office of Internal Affairs at the 
FDA. 

Mr. Deutsch. Did you result in finding who had leaked the in- 
formation? 

Mr. Seligman. I’m sorry? 

Mr. Deutsch. Did you find out who leaked the information? 

Mr. Seligman. No, I did not. 

Mr. Deutsch. If you can turn to Tab 65, an e-mail dated Feb- 
ruary 20 , 2004, from yourself to Horace Coleman and Thomas 
Doyle at the Office of Internal Affairs in which you outline your 
reasons for initiating this investigation. You attached an article, 
the San Francisco Chronicle article. 

I assume you are familiar with the article. Is that correct? 

Mr. Seligman. Yes, I am. 

Mr. Deutsch. Your e-mail states that a member or members of 
the staff of the Office of Drug Safety may have inappropriately dis- 
closed information of a sensitive matter. 

Were staff members of the Office of Drug Safety the only people 
with access to the information contained within the newspaper ar- 
ticle? 

Mr. Seligman. No, they were not. 

Mr. Deutsch. But you were only concerned with the activities of 
your staff? 

Mr. Seligman. No, I was not. 

Mr. Deutsch. Then why is the memo only talking about the staff 
of the Office of Drug Safety? 

Mr. Seligman. Only members of the Office of Drug Safety raised 
the concern to me that such information had been improperly dis- 
closed. 

Mr. Deutsch. Why would that be? 

Mr. Seligman. Because I am their direct supervisor. 

Mr. Deutsch. Right, but if you are asking Internal Affairs to be 
looking for a leak in your office — I mean, the leak would only be 
within that particular group of people? 

Mr. Seligman. I don’t believe I stated that I thought the — that 
is correct. I did say that I am concerned that a member or mem- 
bers of the staff of the Office of Drug Safety may have inappropri- 
ately disclosed information. I did state that, although in my inter- 
view with the Office of Internal Affairs, I did point out that there 
were clearly others who had access to such information as well. 

Mr. Deutsch. If you turn back to Tab 66, the report of the inves- 
tigation, on page of that report it notes that you named five em- 
ployees of the ODS who had been called at home by Waters. How 
did you know that these five individuals had been called at home? 

Mr. Seligman. They either came to me or they reported such to 
my deputy. Dr. Anne Trontell, who informed me of that informa- 
tion. 

Mr. Deutsch. And apparently another ODS employee, David 
Bram, merely because he had been very vocal in the past regarding 
the scientists’ findings being suppressed — did you call — again, is 
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that — we are trying to understand why — I mean, were you sus- 
picious of people within your own group for any particular reason 
because of actions like that? 

Mr. Seligman. As I indicated in the interview, the investigator 
asked me whether there were people of whom I had particular con- 
cern in the office, and I indicated as such, that there were such in- 
dividuals. 

Mr. Deutsch. If you turn to the conclusions on page 6, you will 
note the initial conclusion was that no evidence was found that 
classified or proprietary information from the FDA was released. In 
fact, the release of the classified or proprietary information is the 
only basis to initiate an investigation into a leak. Is that correct? 

Mr. Seligman. That is correct. 

Mr. Deutsch. So let me just again follow up on Tab 69. The 
fourth page of that exhibit is headed by the date 5/7/04. This is a 
document which Horace Coleman of the Office of Investigation no- 
ticed that he is closing the case, and further noticed that he had 
to ask you to contact Dr. Mosholder to assure him that he was not 
a specific target of this investigation, that OIA found no evidence 
to indicate that classified or proprietary information had been re- 
leased and that OIA was closing the investigation. 

Why did Mr. Coleman need to have you assure Dr. Mosholder 
that he had not been the target of this investigation? 

Mr. Seligman. I don’t know the answer to that question, but I 
did reassure Dr. Mosholder of that fact. 

Mr. Deutsch. On that same page. Dr. Coleman notes that he 
had advised you that he would also contact the CDR Director 
Galson to advise him of the above information. Since Galson had 
left the office to attend an awards ceremony, he would be request- 
ing his director, Terry Vermelion, to reach out and debrief Director 
Galson. 

This raises several questions. What was the urgency to get this 
information to Galson? 

Mr. Seligman. I have no — I don’t know the answer to that ques- 
tion. 

Mr. Deutsch. And what about the propriety to initiating an in- 
vestigation? Whom did you talk to in CDER and what were their 
opinions about your proposed actions? 

Mr. Seligman. I took these actions independently. I informed Dr. 
Galson, who is indeed my supervisor, that I was considering such 
action, but received no direction from him, one way or the other, 
as to whether I should take it. He was the only person with whom 
I discussed these matters. 

Mr. Deutsch. Who did you keep informed regarding the progress 
of the investigation? 

Mr. Seligman. The only time I received any information about 
the progress of the investigation was at the conclusion of the inves- 
tigation on May 10 when I met with Agent Coleman and Kurisky 
who provided me the report and debriefed me on the investigation. 

Mr. Deutsch. One final question. This summary report, also Dr. 
Hammad’s reanalysis and its comparison to Dr. Mosholder’s origi- 
nal work was widely reported in the press before FDA released any 
of the information publicly. 
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My understanding is you did not initiate an investigation into 
these leaks and, if not, why not? 

Mr. Seligman. I did not report those allegations to the — I did 
not — that is correct. I didn’t mention that to the Office of Internal 
Affairs. 

Mr. Deutsch. Why was that different than the earlier release? 

Mr. Seligman. Probably no different than the earlier release. 

Mr. Deutsch. I mean, there is no basis for the difference? The 
original investigation is technically considered a criminal investiga- 
tion. I mean, is it just by whim that we start criminal investiga- 
tions? I mean, is there some basis of differentiating? 

Mr. Seligman. This is not treated as a whim. I take, and I imag- 
ine everyone at the agency takes the protection of proprietary infor- 
mation and trade secret information very seriously. When allega- 
tions of such are brought to my attention, I 

Mr. Deutsch. Let’s be very specific, though. The Mosholder thing 
didn’t involve proprietary information. 

Mr. Seligman. As it turned out, that is correct. 

Mr. Deutsch. Right, but even the allegation, even the report 
wasn’t proprietary. 

Mr. Seligman. The allegation had to do with inappropriate dis- 
closure of 

Mr. Deutsch. Yes, but not proprietary. 

Mr. Seligman. That is correct. Inappropriate disclosure of con- 
fidential information. That is correct. 

Mr. Deutsch. I mean, I am just going to ask one more time and 
give you a chance to maybe try to be clearer or think again. But 
why were these two leaks treated differently? 

Mr. Seligman. I can’t explain why they were treated differently. 

Mr. Deutsch. And it was your decision to treat them differently. 

Mr. Seligman. It was probably my oversight in the latter cir- 
cumstance to treat it differently, yes. 

Mr. Deutsch. Thank you. 

Mr. Walden. Dr. Seligman, can we go to this affidavit again. 

Mr. Seligman. Certainly. What tab was that? 

Mr. Walden. This is troubling just in — this is the one that I 
think is Tab 57, I believe, sir. Now walk me through again. What 
was the reason for, and who would have suggested that Mr. 
Mosholder modify this? 

Mr. Seligman. I wasn’t involved in that at all. 

Mr. Walden. Who was? 

Mr. Seligman. I would have to turn to Dr. Mosholder for that. 
I wasn’t involved in the discussion or consideration of this affidavit. 

Mr. Walden. Okay, but this is an affidavit that was provided to 
you. Right? The original affidavit? 

Mr. Seligman. The affidavit did appear in the May 10 report. 
That is the first time that I saw it. 

Mr. Walden. All right. So it was an official affidavit. It comes 
to your — it is part of your investigation. Right? 

Mr. Seligman. It was part of the Office of Internal Affairs inves- 
tigation Mr. Walden. I’m sorry. All right, part of the Office of In- 
ternal Affairs. 

Mr. Seligman. I did not conduct any such investigation. 
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Mr. Walden. All right. So I guess what I am trying to figure out 
with this affidavit is what was the need to — who can answer why 
this affidavit would need to he altered to be presented to somebody 
else? 

Mr. Temple. I don’t think anyone at the table can. It was my un- 
derstanding that a letter or something like that has been sent to 
the committee explaining all that. Am I mistaken? 

Mr. Walden. All right. If there is nobody here that can address 
that, I believe we do have a letter. I just remain concerned about 
it is all. I was hoping to dive in a little deeper on it, because it is 
sort of 

Mr. Temple. I am sure, if after looking at our response the com- 
mittee has more questions, we will be glad to answer them. 

Mr. Walden. I appreciate that. Dr. Temple. Dr. Hammad, would 
you agree that, with only 400 or so person years of exposure that 
FDA cannot rule out that there is a risk of suicidal behavior of one 
out of 100? I’ll make you a deal. You turn your mike on, and I will 
repeat the question. There we go. 

Would you agree that, with only 400 or so — we are talking about 
the pediatric clinical trials. Would you agree with only 400 or so 
person years of exposure that FDA cannot rule out the possibility 
there is a risk of suicidal behavior of one out of 100? 

Mr. Hammad. Actually, I did not deal with the person years. I 
used the individuals as the unit of analysis. So I can’t answer the 
question, because I did not analyze it. 

Mr. Walden. Dr. Mosholder, would you mind returning, and per- 
haps you could help us on this question. I appreciate your long day 
here, sir. 

Here’s the deal. You have 10 million prescriptions for anti-de- 
pressants written on an annual basis for children in the United 
States, and so how many person years of exposure would you esti- 
mate this prescription volume represents? 

Mr. Mosholder. Well, 10 million prescriptions, just a very rough 
rule of thumb, one would figure a month per prescription is usual 
practice. So that would be 10 million months divided by 12 . So I 
guess that is something like 800,000 person years, if my arithmetic 
is correct. 

I think you may be referring to a calculation that was in my 
March consult report, if I may. If that is in this binder, perhaps 
I can refer to it. 

Mr. Walden. Yes, sure. I think it was in your presentation, too, 
the PowerPoint presentation that is dated September 13, 2004. It 
is one of the slides there. Reference is 406.9 patient years. 

Mr. Mosholder. Oh, yes, that is correct. Having observed no ac- 
tual suicides in that amount of person time, there is a way to cal- 
culate sort of the upper limit of what a true number of suicides 
might be expected, which I did in my March consult. If it is in the 
binder, I can probably find that. 

Mr. Walden. We are going to see if we can’t find it in the binder. 
It looks like there are 74 sponsored defined suicide related events, 
54 serious, it says on your slide. But again we are trying to find 
the right tab in our binder of documents. Tab 53, I am told. 
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Mr. Mosholder. Oh, yes. These are my slides from last week. 
The calculation I was referring to, I think I can find in the March 
consult document, which I think may address your question. 

Mr. Walden. Well, I’ll tell you. Why don’t we go to this question, 
the one that is more recent, dealing with the 400. I guess the ques- 
tion is: Would you agree that with only 400 or so person years of 
exposure that FDA cannot rule out there is a risk of suicidal behav- 
ior of 1 out of 100? 

Mr. Mosholder. I am not sure I 

Mr. Temple. You don’t mean suicidal behavior. You mean sui- 
cide. 

Mr. Mosholder. Do you mean — yes, that was my question. 

Mr. Temple. Suicidal behavior, we know, occurs at 2 percent in 
the control group and about 4 percent in the treated group. So as 
Dr. Hammad showed, there is a 2 to 3 percent frequency of that. 
I think you must be referring to how sure can you be that there 
are no suicides, and the answer is, with that exposure, you don’t 
have much information on that. 

Mr. Mosholder. Yes. If I can refer to my March consult, which 
is Tab 29, page 20 at the top paragraph, this is a calculation I did 
based on some statistical assumptions. The upper one-sided 95 per- 
cent confidence limit for the actual rate given in observation 

Mr. Walden. Dr. Mosholder, can I interrupt you a second, sir. 
What page in that document are you referring to? 

Mr. Mosholder. Page 20. 

Mr. Walden. Page 20. Thank you. Okay, and where are you on 
that page? 

Mr. Mosholder. The top paragraph on that page, I think, is 
maybe pertinent to your question. 

Mr. Walden. Okay. Go ahead and read that for us, would you. 

Mr. Mosholder. Yes. What it says is that the upper 95 percent 
confidence limit, as we say, for an actual rate in the population 
given an observation of zero suicides out of 407 patient years of ex- 
posure is 1 in approximately 136 patient years, the point being not 
the numbers so much, but just to illustrate that 407 patient years, 
as we reckon these things, doesn’t — it only goes so far in reassuring 
about whether or not there is a risk of actual suicide as opposed 
to suicidal behavior, which we have already established is in- 
creased. 

Mr. Walden. So, basically, 400 patient years is not a very long 
time for the kind of research you need or the data you need? 

Mr. Mosholder. Well, the real question here, one of the limita- 
tions of all this is that the real issue is whether there is an impact 
on suicide, not just suicidal behaviors, and we don’t have enough 
information to really address that as adequately as one would like. 

Mr. Walden. But there could be a risk of death? 

Mr. Mosholder. There could be 

Mr. Walden. You can’t rule that out either. 

Mr. Mosholder. There could be. The clinical trials aren’t long 
enough in exposure to give us a precise risk estimate. 

Mr. Walden. But you do know from the data we have that there 
is a higher risk of suicidality. Correct? 

Mr. Mosholder. That is true. 
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Mr. Walden. Okay. All right. Dr. Temple, on page 4 of your tes- 
timony you state, the pediatric suicide rate, “has fallen about 25 
percent over the last decade, the period in which the use of anti- 
depressants has grown steadily. This association does not prove 
that the increasing use of anti-depressants is the cause of the de- 
cline in suicide, hut it at least is suggestive.” However, according 
to the slide presentation by Dr. Diane Wiskausky of FDA’s Office 
of Drug Safety before the September 2004 Advisory Committee 
meeting, the increasing use of anti-depressants and decreasing sui- 
cide may simply co-exist and may not relate at all to each other. 
Her slide states that correlation does necessarily imply causality, 
and that numerous factors may be coincidental, not causal. 

Dr. Temple, did you ever have a discussion on ecological associa- 
tion with Dr. Wiskausky? 

Mr. Temple. Well, we talked a little at meetings about this. I 
don’t think I had a particular discussion, and I don’t disagree with 
the assertion that these kind of data are hard to interpret. There 
could be other factors. But these were presented to us at an Advi- 
sory Committee by people who thought that there weren’t any obvi- 
ous other explanations, and it is something to be considered. 

I would never allege that that is proof. It is not a controlled trial. 
You can’t do controlled trials of that, but it is what you got. And 
it also doesn’t seem to be going up, which is not a trivial matter 
either, because the drug use has been going through the roof, as 
people have pointed out. 

Mr. Walden. If that is all the case then, why would the Euro- 
peans suddenly find there are problems? 

Mr. Temple. Well, I don’t think the Europeans found anything 
that we didn’t find also. In fact, they used our data. The question 
is what to do about it. What they decided to do about it was tell 
everybody to start with Prozac and, if that doesn’t work, only ex- 
perts should use the other drugs. 

You know, it depends on the arrangements you have, whether 
experts are available, and a lot of other things. That determines 
what you do. 

One of the major concerns of our advisors was that people who 
aren’t really knowledgeable about these drugs are using them, and 
that is one of the reasons, you know, all these warnings go in 
there. One of the hopes — there is sort of pro and con here. One of 
the hopes is that it will scare people who aren’t very qualified into 
sending people to doctors who are. 

Nonetheless, the same figures, I understand, are seen in Europe, 
too, that the rate is declining. 

Mr. Walden. But they prescribe a far lower percentage, do they 
not, among this class? 

Mr. Temple. Yes, they do. That is correct. 

Mr. Walden. Do you know the difference? 

Mr. Temple. No, I wouldn’t have those figures. 

Mr. Walden. I thought I had heard it was like 1/6 of what we 
do in young people. 

Mr. Temple. That could certainly be. 

Mr. Walden. That would tend to lend some credence to Dr. 
Wiskausky, her comment that it may not be causal. 
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Mr. Temple. Well, or it could mean they are better at picking the 
people who really can benefit. 

Mr. Walden. I see. 

Mr. Temple. One of the concerns that was expressed. There isn’t 
any doubt that people — almost everybody thinks the drugs are used 
casually for people who really probably don’t need it, and if there 
is a risk of making people worse, there may be no compensating 
benefit in those people. So that is a legitimate worry. 

Mr. Walden. Just seems like, when these concerns have been 
raised, again it seems like effort by the FDA hasn’t been to put 
that word out. You’ve really erred on the side of caution in terms 
of putting any word out there that there may increased rates of 
suicidality, and yet when the studies are there that show these 
may be no more effective than sugar pills, that doesn’t seem to be 
something that gets put out there much. I just — I don’t get it. 

The Chair recognizes the gentleman from Michigan, Mr. Stupak. 

Mr. Stupak. Thank you, Mr. Chairman. On the last document 
you just showed from Diane Wiskausky — this was shown at last 
week’s Advisory Committee hearing — underneath there it mentions 
a patient level controlled observation study, the Jick, et ah, study. 
Is that Dr. Jick from Saskatchewan, Canada? Do you know? 

Mr. Temple. No. I think he operates out of Seattle. 

Mr. Stupak. Okay. I was interested in your conversation when 
you were going back and forth with the Chair on, you call it, 
suicidality scores or signals, and you were saying, not that Dr. 
Mosholder was wrong, but you were looking at different signals, 
and there’s different signals to look at, and you mentioned the 
Hamilton-D scale, Hamilton depression scale, Ham-D you called it. 
Okay? Remember that? 

Mr. Temple. Yes. 

Mr. Stupak. Earlier today when Dr. Mosholder was testifying, I 
had a couple of exhibits there. One was pharmacology/toxicology 
consultation from September 2001, and that was on Accutane, but 
they related to an SSRI. Remember that discussion? 

Mr. Temple. Yes. 

Mr. Stupak. Then I had the PET scan which, again with 
Accutane at 4 months, showed a decrease in the brain in the fron- 
tal orbital lobe. You remember that? 

Mr. Temple. I remember that. Not that I know how to read 
those. 

Mr. Stupak. I’m not asking you to read it. But that study showed 
that the 17-year-old was noted by her family and clinician to have 
behavioral disturbances and dropped out of school. She did not, 
however, have a clinically significant increase in depression as 
measured by the Hamilton depression scale. Even though we can 
see a physical change in the brain, the Hamilton-D scale did not 
pick it up, but the PET scan picked up. 

Are we maybe looking at the signals? 

Mr. Temple. Maybe Tom knows the answer to this. I don’t know 
how well any particular brain lesion or finding has been correlated 
with depression. The world is full of people who are trying to do 
that, to try to pick out who is going to be a responder and things 
like that. But I don’t know that literature. So I don’t know whether 
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there is a credible PET scan that indicates depression or anything 
like that. 

Mr. Laughren. I am not an expert in that area, but from what 
I know, most experts agree that we don’t understand — we really 
don’t understand the pathophysiology of depression or any other 
psychiatric illness. But what I wanted to come back to is this issue 
of whether or not the Ham-D, as it is currently used, or any other 
depression rating scale, is an adequate instrument for assessing 
suicidality. 

I think that is one of the things that we have learned here, and 
one future direction in which we are moving and trying to greatly 
improve our ability to do ascertain it for suicidality. This is one of 
the things that we hope to come out of this collaboration with Co- 
lumbia University. 

The one thing that they have done is help us in classifying more 
appropriately and rationally events, but the other thing that was 
apparent in these trials is that it appeared patients were not asked 
all the right questions. 

Mr. Stupak. Well, isn’t the questions on the Hamilton-D scale 
the same? 

Mr. Laughren. No, no. Again, there is no clear instruction on 
these instruments as to what sort of follow-up questions should be 
asked if a patient responds positively. That is something that Co- 
lumbia is working on, developing an instrument that gives clini- 
cians very clear instructions about how to follow up if there 

Mr. Stupak. Sure, but the point here is the patient, whether you 
want to believe the PET scan or not, had social behavior, like drop- 
ping out of school and behavioral disturbances, but one of the 
scales you used, the Hamilton-D scale, to judge depression didn’t 
pick it up, which would indicate — which would indicate either the 
person didn’t tell the truth when they did the testing on the Ham- 
ilton-D scale and is good enough to fool the clinician and every- 
thing, or does it really beg to another question that maybe there 
really is something going on here in the brain with these SSRIs 
that we are not picking up and we never thought of before. 

That’s the only question. I am putting forth another possibility 
here, because the jury is still out, as you keep saying, and if the 
jury is still out, I think you ought to start looking at other factors, 
because obviously you guys are missing something. 

I think Dr. Mosholder, more or less, said that. You didn’t want 
to believe his stuff. So you went to a different set of signals, and 
those set of signals, at least according to the little bit I have seen 
from this one study, can be fooled. 

Have you ever thought about bringing in outside experts other 
than just the FDA, like a workshop to baring in other experts and 
see what is happening with the orbital frontal cortex, which is an 
area we know mediates depression, or the hippocampus with 
retinoids and all these other things, and the SSRIs. Have you 
thought about bringing in outside experts, outside the FDA, to take 
a look at this data and ask them their suggestions on how do we 
get to this problem, which we don’t seem to have a good answer 
for? 

Mr. Laughren. It is undoubtedly true that our understanding of 
depression and other psychiatric illnesses is in its infancy. We real- 
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ly do not understand them at a biological level. There is a lot of 
work going on. You know, it is something that we would hope in 
the future to have a better understanding of 

There is a lot of work going on, trying to identify various genetic 
markers and other things that might help us make distinctions 
among people who clinically all look the same. 

I mean, that is one of the problems, is that you have a number 
of people who all have the same — roughly the same clinical state, 
but they may have different underlying pathophysiologies, and that 
may explain why some respond to drugs differently than others, 
both in a positive sense and in a negative sense. We just don’t un- 
derstand this. 

Mr. Stupak. Absolutely. So that is why I am asking, have you 
brought in different people for a workshop or a study to look at this 
anti-depressant, this SSRI, to see what are we missing here? Do we 
have different ideas on how best to explore it, to measure it, test 
it, to do some studies? 

Mr. Temple. Tom is going to know this better. There are just 
constant workshops on these very questions, some of them devoted 
to 

Mr. Stupak. Okay. But I am asking about SSRIs. Have you done 
that, like you have done for Accutane and some of these others? 
Have you done that? That’s what I am asking. 

Mr. Temple. You mean to see if there is something about the ef- 
fects on the brain of SSRIs that would tell you something? Is that 
the specific question? 

Mr. Stupak. No. The question was: On SSRIs have you brought 
in to do a workshop to try to figure out maybe what else — are we 
just missing something, just kick it around with the experts, 
whether it is the talk about SSRIs, the effect on hippocampus 
where we know there is depression, the frontal orbital cortex where 
we know it mediates depression, different ideas other than — you 
know, we all, even Members of Congress, believe it or not, get rigid 
in our thinking, and sometimes we don’t think outside the area and 
bring i n other experts to help us out. 

Have you done that in this problem which has confronted you on 
these anti-depressants? That’s all the question is. No trick, just a 
simple question. 

Mr. Temple. I’m sure Tom would know better. There are con- 
stant workshops on every neurologic disease and every psychiatric 
disease you can name on these very subjects. They must, by defini- 
tion, deal with the question of whether the drugs work differently 
and things like that. 

I mean, I don’t go to those workshops, but the people in the Divi- 
sion regularly would. The interest in those things is partly because 
people, as Tom said, hope to find out who is a responder and who 
is not, who gets toxic and who doesn’t, and it is partly because peo- 
ple hope to be able to choose drugs to develop better on the basis 
of the effects on some of these markers. 

So there is a tremendous amount of interest in it. But I can’t 
speak to SSRIs particularly. 

Mr. Stupak. Okay. Let me ask you this. Dr. Temple, just a cou- 
ple of quick questions here. My time is almost up. I want to ask 
a couple of series of questions on the pediatric exclusivity. 
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As I understand it, there’s 293 written requests that have been 
written by the FDA for products to be studied in children. Of these 
393, studies have been submitted on over 110 products. How many 
of these studies were efficacy studies? 

Mr. Temple. I am just not going to know the answer to that. In 
neurology 

Mr. Stupak. Do you require efficacy studies on all drugs? Do you 
require efficacy study? No? 

Mr. Temple. Not necessarily. 

Mr. Stupak. Why not? 

Mr. Temple. There are some kinds of drugs where the pediatric 
request is based on what you call a pharmacologic effect. For exam- 
ple, if you wanted to see whether a beta blocker works in children, 
you might look at heart rate, if that was thought to be relevant, 
for example, for protection against arrhythmias. That is a judg- 
ment call. 

In psychiatric disease, there is no marker like that. So I am quite 
positive that everyone of them called for efficacy studies. 

It is worth noting that the written requests in depression always 
called for at least two studies, because we know it is so hard to do. 
The written request in other things, like obsessive compulsive dis- 
ease, sometimes have only called for a single study. 

Mr. Stupak. So you don’t know how many efficacy studies were 
done of these 293 studies. Right? 

Mr. Temple. I don’t. I may have some notes on it. I will keep 
looking. 

Mr. Stupak. We will put it in writing to you, because we would 
really like to know that. 

Mr. Temple. Okay, that’s fine. 

Mr. Stupak. Of those for which efficacy studies were done, how 
many showed they were not effective, that there was no efficacy? 

Mr. Temple. Yes. I’m not going to know that either, but we can 
get you the answer. 

Mr. Stupak. It would be interesting, because we are working on 
some legislation on pediatric exclusivity. 

If efficacy is shown, is this then added to the label of the drug 
in pediatrics? 

Mr. Temple. At least usually, and we can get you numbers on 
how many have had 

Mr. Stupak. And if efficacy is not shown in a pediatric study, is 
that added to the label? 

Mr. Temple. Well, we are in the process of changing our view on 
that. Historically 

Mr. Stupak. tip until today, before you change you mind, was ef- 
ficacy — if efficacy was not established, was that put on the label? 

Mr. Temple. Usually not. 

Mr. Stupak. So we give them the good news but not the bad 
news. 

Mr. Temple. Well, the reason, which you have heard me say be- 
fore, is that failing to show something in a trial doesn’t mean that 
it doesn’t work. This is not related to the pediatric setting particu- 
larly. 

Mr. Stupak. Sure. 
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Mr. Temple. However, in reconsidering this, what we have come 
to think is that, really, the whole point of the Best Pharmaceuticals 
for Children Act is to find out if what you know — mostly — mostly — 
is to find out if what you think you know about — what you know 
about adults is applicable to children, and it is more relevant than 
usual to say, hmm, I didn’t see anything in children. We are in- 
tending to put 

Mr. Stupak. When you are talking about adults and children, 
dosage has a lot to do with that, too, does it not? 

Have you done any dosage studies on the SSRIs ? 

Mr. Temple. No. The substitute for dosage studies — and it is not 
an adequate substitute — is to look at the pharmacokinetics and at 
least try to get close on the blood levels. Dose response information 
in a disease that is hard to study at all is murderously difficult to 
get. 

Mr. Laughren. Actually, I have one comment on the question of 
SSRIs and dose and exposure. Actually, the written request for the 
Luvox application was specifically focused on looking at pharmaco- 
kinetics, because what we found — the company had already done 
the efficacy trial even in advance of the written request. They had 
done the one study that we actually talked about earlier. 

What they had shown is that the drug appeared to work in chil- 
dren, but there were also adolescents in that trial. It did not work. 
So we asked them as part of the written request to go back and 
look at exposure, and that helped us to understand possibly why 
that trial had failed to show efficacy in adolescents. 

Mr. Stupak. Well, our concern is, being the policymakers and 
writing the Best Pharmaceuticals — I didn’t write it, thank God. But 
in 1997 when we did it, and again in 2001, the Best Pharma- 
ceutical Act, we were told efficacy would be labeled. Now you are 
telling us, up until today, it has not been labeled. 

That was one of the big contentions on this committee. If you are 
going to give people the good news, you also have to give them the 
bad news. 

Mr. Temple. Just let me be sure I understand. You were told 
that, if the studies were negative, that would go in? 

Mr. Stupak. That would go in? 

Mr. Temple. That would go into the labeling. 

Mr. Stupak. Of course, you shouldn’t label before you give the 
patent extension, so people know what the heck is going on. But 
we don’t do that either. 

Mr. Temple. We have pretty much decided to do that. So it is 
a little late, but we are going to do that. 

Mr. Stupak. We are not a little late. FDA is a little late, since 
1997. 

Mr. Temple. That is what I said. We are a little late. 

Mr. Stupak. Okay. I thought you said it is a little late now. All 
right. Probably got time to vote. 

Chairman Barton. Is the gentleman through? Okay. The Chair 
would recognize himself for what he hopes to be the last 10 min- 
utes. I’m sure you all are glad to hear that. 

We want to thank you all for being here this afternoon. It has 
been a long day, and I appreciate your patience. I have just 2 or 
3 questions, and then a wrap-up. 
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I am going to direct some of these questions to Dr. Knudsen — 
Is it Knudsen or K-nudsen? Knudsen? Sure. Okay. You’ve got to 
push that little button there. 

Now I know that some of this ground has been plowed before, 
but I wasn’t here when it was plowed. So I apologize if we have 
gone over this. 

You are aware that your letter of March 19, 1996, was not in the 
FDA file. I think you are also aware now that there are two 
versions of the letter that wasn’t in the file, one apparently a typo- 
graphically incorrect that was sent at 10:18 on March 19, 1996. 
The other was sent at 12:10. 

I believe you told the staff that you have no recollection of these 
letters. Is that correct or incorrect? 

Mr. Knudsen. That is correct. 

Chairman Barton. So once you saw the letters, did that revive 
any memories of them? 

Mr. Knudsen. No. 

Chairman Barton. What were you involved in, in March 1996, 
that would have caused you send these letters to the Pfizer Cor- 
poration? 

Mr. Knudsen. I was involved in the review of the OCD NDA 
Supplement for Certr aline. 

Chairman Barton. Which is an anti-depressant? 

Mr. Knudsen. That is correct. 

Chairman Barton. And they were attempting to have it ap- 
proved for use in adults or in adolescents? 

Mr. Knudsen. Treatment of OCD in adults, I believe. 

Chairman Barton. And you — were you the reviewer of that ap- 
plication or were just asked to comment on it by somebody that 
was reviewing the application? 

Mr. Knudsen. I was the reviewer of the supplement or the OCD 
supplement submitted by Pfizer — for Certraline by Pfizer. 

Chairman Barton. Taking aside the point that the letter wasn’t 
in the file, and apparently you didn’t have a copy in your personal 
files, the substance of the letter is that it appears — and I will read 
the last paragraph: “We note” — These are your words: “We note 
that there appears to be an increased frequency of reports of 
suicidality in the pediatric/adolescent patients exposed to 
Certraline compared to either placebo or Certraline treated with 
adult OCD patients. If this in fact the case, what would be a plau- 
sible explanation?” 

So even though you have no recollection, you apparently were 
looking at some data that caused you to think that, if this par- 
ticular drug was used, it would increase suicidality in the pediatric 
population, which is a serious concern. Would you agree with that? 

Mr. Knudsen. Yes. 

Chairman Barton. Now once you sent the letter, apparently you 
and everybody at FDA forgot about it. Is that true or not true? 

Mr. Knudsen. I want to back up a second. I commented upon the 
fact that I did not recall at the time — since it was 1996 this letter 
was generated, I personally do not recall information back that 
length of time. Even with looking at the letter, you asked if I gen- 
erated the letter or if I recall generating the letter. In fact, as I 
said, I do not recall writing the letter. 
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It does not mean that I did not. I simply do not recall. I under- 
stand. But 1996, for me — even yesterday is a little difficult to re- 
member sometimes. But 1996, quite frankly, as I told the sub- 
committee folks who called me in Maine, much to my chagrin, I 
simply do not recall writing that letter. I may have. 

Chairman Barton. You do recall that you were involved in the 
review of an application for the drug. 

Mr. Knudsen. That is correct, although that is a bit different 
than generating and writing a letter and not — I just 

Chairman Barton. Well, but this isn’t a run of the mill applica- 
tion. Your last paragraph is pretty important. “There appears to be 
an increased frequency of reports of suicidality in the pediatric/ado- 
lescent patient exposed to Certraline compared to either the pla- 
cebo or the Certraline treated with adult OCD patients.” 

That is a pretty important finding or pretty important question. 
Yet once you sent the letter off, which nobody at the FDA kept any 
copies of, everybody forgets about it until 8 years later or 6 years 
later. 

Mr. Knudsen. Well, in fact 

Chairman Barton. You can’t even remember writing the letter. 

Mr. Knudsen. Well, I mean, how many people in this room, I 
would like to ask, can remember writing letters in 1986? This is 
purely speculative, and I am not going to speculate. I cannot recall 
writing the letter. 

The point of fact is it is a very important issue. I may have writ- 
ten it. For simplicity, I will say I did write it, and because I was 
very much concerned about this issue when I reviewed the 
OCD 

Chairman Barton. You are missing my point. Nobody is chal- 
lenging whether you wrote the letter or not. Now if you want to — 
you know, you said it looked like your signature, so you probably 
did or you did. You will stipulate. I could care less. 

What I am concerned about, that we have a drug that is being 
used in adolescents to treat depression and, according to whoever 
wrote this letter, there appears to be an increase in suicidality. 
Now that is an important thing, and nobody at the FDA did any- 
thing on it for 6 years. That is pretty important. 

Mr. Temple. That is not entirely correct. Dr. Laughren 
reviewed 

Chairman Barton. It is more correct than incorrect. 

Mr. Temple. Dr. Laughren reviewed the data that was the basis 
for that letter, wrote a memo. 

Chairman Barton. Well, you all didn’t even find a copy, and now 
we got two different copies from the drug manufacturer, and we 
get — when we asked about document retention policy — you don’t 
have access to this, because it didn’t come in until today. 

It is an e-mail that was sent today to the young lady to my right, 
and it says, “FDA does not have a specific regulation that governs 
the record retention of NDA files and drug master files.” 

It is pure serendipity that the manufacturer kept a copy. 

Mr. Temple. I think the problem was that the letter never went 
into appropriate channels. That is why it was never seen. 

Chairman Barton. Well, it is not stamped. There is no stamp 
that it was. 
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Mr. Temple. It didn’t go to Dr. Laughren. It didn’t get into the 
file. That is why nobody knows it was there. 

Chairman Barton. Do you think you should have a document re- 
tention policy? Do you think that something like this should have 
gone through channels, that somebody at your level or some level 
should have checked into it and done something before 6 years 
later? 

Mr. Temple. Of course. 

Chairman Barton. Yes or no? 

Mr. Temple. Of course, it should have gone through channels. 

Chairman Barton. And you think something should have been 
followed up on this? 

Mr. Temple. Had anybody known about it and seen the result, 
yes, of course. But I do want to point out that the basis for that 
letter was reviewed by Dr. Laughren a couple of months later, and 
his conclusion was that there was no signal there. 

Chairman Barton. Beg your pardon? 

Mr. Temple. His conclusion was that there was no signal there, 
that the analysis was invalid. I believe the letter never should have 
been sent. It doesn’t make any sense. 

Chairman Barton. In spite of all the studies that have been 
done since then — and correct me if I am wrong. We have looked at 
15 studies. Twelve of the 15 have shown no effect, no efficacy. 
Some of those have shown an increase in suicidality, and in spite 
of that, you say this letter shouldn’t have been sent? 

Mr. Temple. This letter reported that there was an increased 
risk of suicidality in children compared to adults. 

Chairman Barton. Let’s be fair. It says there appears to be. 

Mr. Temple. Okay. 

Chairman Barton. He is just questioning. Even though he has 
developed amnesia, at the time he was doing his job, and he was 
saying that somebody needs to check — well, he didn’t say that. He 
just says what are your comments on it. Now once he wrote it, he 
forgot he wrote it. He didn’t keep a record of it, and it was forgot- 
ten about. 

Mr. Temple. Right. The 

Chairman Barton. Now this gentleman to your right. Dr. 
Laughren, says that he reviewed this letter? 

Mr. Temple. No, not the letter, the review that led to the letter. 

Mr. Laughren. I would like to clarify. 

Chairman Barton. All right. So you reviewed the same data. 

Mr. Laughren. No, no. Let me explain. Dr. Knudsen wrote a re- 
view of March 1996 around the same time that he sent the letter. 
He raised the concern in his review, and I responded to that con- 
cern in a memo that I wrote to the file later that year. 

It is true — I mean, there is no question. This is a failure in our 
document flow. However, the response that Pfizer sent in response 
to his letter in May of that same year 

Chairman Barton. The response is in the file. Isn’t that correct? 

Mr. Laughren. That response apparently is in our file. I have 
since — I agree that it is years later, but I have recently looked at 
it. It is completely consistent with the conclusion that I reached in 
the memo that I wrote in October of the same year, in October 
1996. 
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So it is true, you know, this is a document failure. No question 
about it. 

Chairman Barton. Well, it is more than document failure. 

Mr. Laughren. No, no. There is no signal there. There is just no 
signal there. There is no signal in those data. 

Mr. Temple. The analysis included three uncontrolled trials and 
one controlled trial in excessive compulsive disease. In the OCD 
trial there was one suicidality case in the placebo group and none 
in the treated group. 

The comparisons are entirely invalid. The letter should not have 
been sent. 

Mr. Laughren. Yesterday I spoke to someone completely inde- 
pendent, an epidemiologist in our Division, the head of the safety 
team, about these data just to get another view on this, and she 
completely agreed with me, that looking at those data that Dr. 
Knudsen looked at back in 1996, there is no signal for pediatric 
suicidality. None. 

Chairman Barton. But nobody did that. You all didn’t even look 
at the data. 

Mr. Temple. No, he did. 

Mr. Laughren. I did. 

Mr. Temple. He looked at the data that Dr. Knudsen had placed 
in his review, not the letter. We didn’t know about the letter. 

Chairman Barton. Well, let me ask another, because I don’t fol- 
low the — I am not a medically trained person. 

This particular drug — in 1996 was it being prescribed off-label 
for adolescents? 

Mr. Laughren. I can’t answer that. It probably was. 

Chairman Barton. It probably was? 

Mr. Laughren. The point of this 

Mr. Temple. But it is not for depression. 

Mr. Laughren. Right. This study was for — sorry. 

Mr. Temple. This was for a different condition. 

Mr. Laughren. This study was for obsessive compulsive disorder 
in kids. 

Chairman Barton. But it leads to an increase in — it could — it 
appears that there could be, “that there appears to be an increased 
frequency of reports of suicidality.” 

Mr. Temple. Yes, that is what it says, but 

Chairman Barton. That was in 1996. This is 2004. It is 8 years 
ago. If it was prescribed to 10,000 children and 100 of them com- 
mitted suicide because they took it, I think something should have 
been done. 

Mr. Temple. That would be a bad thing. This provides no signal 
that that is a risk. There is no signal in those data. In the con- 
trolled trial there were more suicidality 

Chairman Barton. What did — apparently, what the FDA — I’ve 
got some other questions, but apparently what the FDA did about 
this, this gentleman or others looked at this data and said we don’t 
see a problem there. And so you did nothing. You did absolutely 
nothing. 

Mr. Temple. I don’t understand. There was no signal. 

Chairman Barton. Well, you know what I would have done? 

Mr. Temple. What would you have done? 
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Chairman Barton. I would have gone in and done some more 
trials. I might have even told the drug manufacturers not to let it 
be — strongly encourage them not to prescribe it off-label. I might 
have erred on the side of safety and prudence and said let’s don’t 
take a chance. That’s what I would have done. 

Mr. Temple. So in response to a study that showed more 
suicidality in the placebo group than in the treatment group, you 
would have done more studies? I don’t think I understand. 

I understand why the words — this looks like it might be a sig- 
nal — would be distressing, but that was a wrong interpretation of 
the data. 

Chairman Barton. Well, even Dr. Laughren said — and again 
this is a memorandum. It is Tab 75 dated October 25 . This is ap- 
parently after he had reviewed the data. He says, “I don’t consider 
these data to represent a signal of risk for suicidality for either 
adults or children. Supplements are planned for both depression 
and OCD in pediatric patients, and when we have more complete 
data, including Ham-D data, we can look more critically at this 
issue using the now standard approach of comparing the propor- 
tions of drug in placebo exposed patients to show worsening on 
Item 3, which is the suicidality item, to the Ham-D during the 
treatment.” So even he said that there should be something done. 

Mr. Temple. Well, those things were done, but we now have ex- 
quisite evidence that looking at the Ham-D doesn’t work. 

Chairman Barton. Well, I am going to, unfortunately, have to 
run and vote. 

Should FDA develop a document retention policy for NDAs and 
drug master files? Yes or no? You have none now. 

Mr. Temple. Well, I believe we have one, but we will 

Chairman Barton. Well, your e-mail says you don’t. 

Mr. Temple. We don’t have a rule. 

Chairman Barton. If you don’t, should you? 

Mr. Temple. Yes. 

Chairman Barton. What did the British see when they pulled 
these things off the market that you didn’t see, that FDA didn’t 
see? 

Mr. Temple. You mean when they wrote their thing contraindi- 
cating it? 

Chairman Barton. Yes, sir. 

Mr. Temple. It is a different interpretation of the same data. I 
don’t know why they reached that conclusion. One reason might be 
that they are less inclined to use these drugs in the first place. 
Why that is, I can’t say. 

Chairman Barton. All right. I am going to thank you gentlemen. 
There will be further questions for the record, and we are going to 
adjourn this hearing. 

[Whereupon, at 5:46 p.m., the subcommittee was adjourned.] 

[Additional material submitted for the record follows:] 
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Document Description 




Email; From Katz to Mosholder re: please do cwisuit «mi paxH/ssn s 


Email: From Laughren re: how Neurophann first aware of Paxil/suicidality issue 


Formal Request for Consultation by Neurppharm to ODS re: Mosholder 


Email: From Mosholder to Katz/Laughren et al re: questioning Paxil suicidatity data 


Email: coding dictionary for Paxil peds MDD siypianental NDA 


Email; FW; Pamer to Mosholder re: Sutcide-reiated terms m WHO-ART/Paxil 


Email: From FDA Ombudsman RE: SSRI compriamts and a heads-up 


Memo: Consult by Mosholder; Suicidatity in pediaWc cimical fi-ials with paroxetine and 
other antidepressant drugs 


Email: From Mosholder to Paul David re: Zoloft's JAMA study and 'spin" 


Email: From Katz to Mosholder re; superb" presentation at regulatory meeting 


Email: From Katz to Willey re: no Paxil consult pres^ted at Oct. Ped. Adv.C.Mtg 


Email; Meeting on Pediatric Suicide Patient Narralives/Cdumbia group identified 


lEmail: Dianne Murphy/John Jenkins re: Discussion about not presenting Paxil data in 
Oct 


Email; Mosholder Consult: Suicidal events in pediatric cimical trials of antidepressants 
sent to M. Avigan for review 


A. Mosholder Draft Consult on all SSRl’s with Martt Avigan handwritten "great job" 


Email: From Laughren to Katz and Temprfe Re; Mosholder not presenting 


Email: FW; Pediatric MDD Suicide Planning Mtg 


Email: From Katz to Mosholder re; presentation 


Email: Mosholder's Draft Slide Presentation RCT data for Feb. 2 AC mtg 


Email; From Mosholder to Dubitsky re: Katz et al asking him to "bow out" 


Email: From Tronlell to Mosholder re: suggested alternative language to consult 


Email; From Willy to Mosholder re: Mosholder informing her of Waters call 


Email: From Mosholder to Trontell and Willy re: Feb 2 preparing answers to q s 


Email: Mosholder to Willy re: finalizing consult and attaching consult 


Several versions of Proposed Agenda for February 2 mtg 


Agenda For February 2. 2004 (1 } by T. Laughren 




August 18. 2003 


September 4. 2003 


September 16, 2003 


September 1 7. 2003 


October 2, 2003 


October 28, 2003 


December 10, 2003 


December 17. 2003 


Nov/Dec 2003 


December 21, 2003, 


December 18, 2003 


January 6, 2004 


January 7, 2004 




January 20. 2004 


January 23. 2004 


January 28, 2004 


January 29, 2004 


February 2. 2004 




February 2. 2004 


28 

Email: From Mosholder to Willy re: Labeling issues and DFS consult 

February 10. 2004 


Memo: Mosholder consult Final: Trontell & Avigan cover memos attached 

March 15. 2004 

KM 

Meeting Reminder • Subject: Adult MDD Suicide Data Discussion 



interim Results of the Analysis of Pediatric trials by Tarek Hammad 


32 

Memo: Mosholder Follow up Consult/ Trontell cover memo 

August 16, 2004 


FDA Documents 


KM 

ODER 2002 Report to the Nation - Mission of COER 

2002 

34 

Letter from HHS to Glaxo re: Pediatric Exclusivity Request (sample) 



Letter from GSK to FDA (Katz) re; submission of pediatric suicide analysis 

May 22, 20031 


GSK’s analysis of pediatric suicidality data Submitted to the FDA w/letter 


37 

FDA Talk Paper June 2003 regarding the anti-depressants Paxil for pediatric 
population 

June 19, 2003 

38 

FDA Draft Meeting Minutes re: Sept. 16 Paxil briefing by A. Mosholder 

September 16, 2003 

39 

FDA Talk Paper October 2003: FDA issues Public Health Advisory Entitled: Reports of 
Suicidality in Ped. Patients Being Treated with Antidepressant Meds 

October 27,2003 

40 

Summary Minutes of the Psychopharmacologic Drugs Advisory Committee Mtg.on 

Feb, 2, 2004 

February 2, 2004 
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Document Descripfaon 


HHS letter to Glaxo re: new Written Request pursuant to BPCA 


HHS letter to Glaxo re: additional "emotional Hability" tfifo 


FDA Public Health Advisory March 2004 Subject Worsening depression and 
suicidality in patients being treated with antid^ressant medications 


Wyeth Response to HHS March 19, 2004 letter; keeping hostility w/added sentence 


HHS Letter to the Committee re: suppression of Dr. Mosholder’s consult 


IHHS Memorandum by Laughren re: Overview of September 13 & 14, 2004 Advisory 
I Committee meeting and Neuropharm’s actions to dale 


FDA - CDER Joint Meeting - Questions and Issues 


FDA Statements on Recommendations of the Psychopharmacologic Drugs and 
Pediatric Advisory Committees 


HHS Letter to Kenneth R. Bonk - Wyeth Pharmaceuticals Re: Labeling Changes 


FDA Letter to Wyeth re: No inclusion of negative efficacy pediatric clinical trials 


Hammad Presentation at September Pediatric Advisory Committee 


Moshoider Presentation at September Pediatric Advisory Committee 


OIA Investigation 


Email: From Moshoider to Trontel! and Willey re: why he continued to took at data after 
regulatory briefing with attached emails 


Email; As we discussed--OIA written statement 


Email: Abridged Written Statement for tomorrow's meeting with Senate Finance 
Committee - 8:53 AM 


Email: From Katz to Moshoider re: Katz's edits to statement 2:37pm 


Email: From Moshoider to Katz et at re: "uncomfortable" with changes 3;17pm 


Email: From Meister to Moshoider re; notification OIA investigation is closed 


A. Moshoider Written Statement for OIA 


Whistleblower Fact Sheet Given to A. Moshoider 


Written Administrative Statement Signed by A. Moshoider 


Email; From Moshoider to ODS ees re: OIA investigation into leak 


Email; From Meister to Moshoider re: meeting on Mon. at 1 p.m 


Email: From Seiigman to Coleman and Doyle re: Inappropriate Disclosure 


rnBl^rihrW*T~N*V*i*n 


July 2. 2002 


October 10, 2002 


March 22. 2004 


August 16,2004 


September 13-14, 2004 


September 16, 2004 


May 1 , 2004 


September 13, 2004 


September 13,2004 


January 28, 2004 


May 3, 2004 


May 4, 2004 


May 11. 2004 


March 3, 2004 


March 3, 2004 


March 3. 2004 


Moshoider Statement to OIA 


February 10. 2004 


March 10,2004 


March 15. 2004 




IFDA Memo: OIA Investigative Report in Response to Request of Senate Chairman 
69 Grasslev 


Email; From Moshoider to Trontell, Avigan and Willy re; Feb 2 AC meeting/ietter from 
70 Rob Waters, freelance reporter 


Documents Raising Suicidality Concwns in Children 


■Letter from Dr. James Knudsen to Pfizer re: explain increase in suicidality in OCD 
71 (pediatric trials vs, adults 


HHS letter to Brumfield 


Pfizer's Response to Knudsen 3/19/96 letter - re; Suicidality in OCD pediatric trials 
73 (Selected pages) 


HHS Memorandum by Laughren re; Recommendation for Approval Action for Zoloft 
74 (sertraline) for Obsessive Compulsive Disorder 


HHS Memorandum by Laughren re: Comment on data in the pediatric OCD database 
75 re: suicidality raised in Knudsen’s 3/28/96 safety review 


January 27, 2004 


March 19. 1996 


March 19. 1996 


September 30, 1996 


October 25. 1996 
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Document Des^pMon 


HHS Memorandum by Paul Leber re: ; ZotoftOCD AppM’oval Action Memorandum 


Review and Evaluation of Clinical Data - Sponsor Sotvay Pharm. Drug: Fluvoxamine 
maleate (Luvox) by Mosholder (Selected Pages) 


Review and Evaluation of Clinical Data - Sponsor Solvay Pharm. Drug; Fluvoxamine 
maleate (Luvox) by Mosholder re: mania reports in Idcls 


Luvox Label (Selected Pages) 


i^i 


October 25. 1996 


August 27. 1998 


February 12. 1997 


September 28, 2004 


Review and Eval, Of Clinical Data - Zoloft - Reviewer Knudsen (Selected Pages) 


MHRA 


jPublic Health Link - To; Directors of Public Health of PCTs re; warnings of SSRl’s in 
82 Kids 


Docs from 9/9/04 O&i Hearing 


March 28,1996 


December 10, 2003 


Dear Healthcare Letter - Re: Pediatric Use of Effexor 


Article: "Efficacy of Sertraline in the Treatment of Children and Adolescents with Major 
Depressive Disorder," Wagner et ai. (JAMA) 


Sample Written Request for Pediatric Study on ^tid^ressants 


FDA PowerPoint - Re: Drug Utilization for Antidepressants Among Children & 
Adolescents 


Miscellaneous 


Dingeii Letter to FDA 


Grassley Letter to FDA 


Hammad Analysis (Selected Pages) 


New York Times Article: F.D.A. Links Drugs to Being Suicidal - Harris 


Wall Street Journal Article; FDA: Antidepressants Appear to Raise Juvenile Suicide 
Risk - Dooren 


July-01 


/^gust 22, 2003 


August 27, 2003 


February 2, 2004 


September 14, 2004 




August 16. 2004 




September 13, 2004 
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Mosholder, Andrew D 

From; Katz, Russeti G 

Sent: Tuesday, June 03. 2003 9:24 AM 

To: Mosholder, Andrew D 

Subject: RE; Paxil and pediatnc ^lcida% 


Andy- 

Thanks a lot. We'll send over a formal consult ASAP. 

Rusty 

— Original Message — 

From? Mosholder, Andrew D 

Sent: Tuesday, June 03. 2003 8:56 AM 

To: Katz, Russell G 

Cci Willy, Mary E 

Subject: RE; Paxil and pediatric ^iddality 

Hello, Rusty. 

Yes, 1 would be interested in working on this consult. IVe confirmed my availability to do so with my team leader, Mary 
Willy (I'm cc-ing her on this reply). 

As I recall, a number of the other SSRI pediatric supplements showed signals for behavioral adverse events. But these 
were mainly events such as agitation and hypomania. not self-injury (unless, as you suggest, they were similarly obscured 
by inappropriate terminology). 

Regards 

Andy 


> — Original Message — 

> From: Katz, Russell G 

> Sent: Monday. June 02, 2003 ^:12 PM 

> To: Mosholder, Andrew 0 

> Subject: Paul and pediatric suiddaiity 

> 

> Andy- 

> 

> Hi, hope you are well. 

> 

> We have recently become aware of a presumed assodation 

> between Paxil and suicidality in pediatric patients. We 

> received a call from the EMEA a little over a week ago. A 

> Dr. Raines told us that the company (GSK) had submitted data 

> that demonstrated that use of Paxil in kids was associated 

> with increased suicidality compared to placebo, and that the 

> company proposed labeling changes; 1 believe she also said 

> that it was in the news, and it was a big issue. Tom and I 

> told her tfiat the ccmipany had not informed us of any of this, 

> and we agreed to look into it. 

> 

> It turns out that the sponsor was in the process of 

> submitting to us a partial response to a question we asked in 

> &ie Approval letter for the pediatric use (you. you may 

> recall, were the reviewer). Specifically, we had asked them 

> to further elaborate the events subsumed under the preferred 

> term "Emotional Lability". We have received this partial 

> response, and almost alt of these events related to 

> suicidality. The bottom line is that v^^ien data from the 

> controlled trials in depression, OCD, and Social Anxiety are 

2 


Tab 1 
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> pooled, for "possible suicide related" events occurring 

> during treatment or widvn 4 days after disccmtinuation, the 

> rate is 0.14/patlent-year on di\^. and 0.05/patient-year on 

> placebo, p=0.02. We have some problems witti the methodology 

> they used to capture cases, tHit ttiis is the major finding. 

> and it has us worried. The sponsor has not proposed labeling 

> changes, and makes a feeble attempt to dismiss the finding. 

> We are aiso awaiting the submission of vi^at the sponsor 

> submitted to the UK. 

> 

> We want to move quickly to evaluate this signal. We are 

> planning to look at the NDAs for the other SSRIs to see 

> whether or not similar events are being hidden by various 

> inappropriate coding maneuvers, but we'd aiso like to compare 

> the dnjgs in other meaningful ways if we can. We also want 

> to call the sponso* very soon and ask some questions about 

> their methodology. 

> 

> We want to send a consult over to you folks, and ask that you 

> be assigned the project. Given your history with diis 

> application and this general issue, we think you wcHild be the 

> right perscm to help us think about the best way to approach 

> the data in the other NDAs (and their sponsors), as well as 

> to provide ideas for further sources of potentially relevant 

> data and possible approaches to better evaluate this signal 

> study (e.g., insurance claims databases, etc.). Anyvy^y, ! 

> wanted to run this by you to see if you have any strong 

> objections to being fingered as the guy to do this; if you're 

> OK with it, we'ii send a formal consult request. Also, we'd 

> like you to be in on the phone call, if possible. Of course, 

> we recognize that we'd need to get you the submission pronto. 

> 

> Hope you can do this; if you could let me know soon, either 

> way. that'd be great. 

> 

> Thanks. 

> Rusty 


3 
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Mosholder, Andrew D 


Tab 2 


From: Laughren, Thomas P 

Sent: Tuesday, June 03, 2003 12:53 PM 

To: Nighswander, Robbin M 

Cc: Katz, Russe!! G; Racoosin, Judith A; Dubltsky, Gregory M; Mosholder, Andrew D; David, Paul 

A 

Subject: RE: reminder-weekly report 


Robbin, 

On 6-23-03, Rusty and I first became aware of concerns in the UK about an increased risk of suicidal ideation in 
pediatric patients taking paroxetine, based on results of new analyses of safety data from a pool of 6 pediatric 
studies (3 in MDD, 2 in OCD, and 1 in social anxiety disorder). These analyses were actually done in response 
to requests (included in our 10-10-02 approvable letter the Paxil pediatric supplement) for a more detailed 
breakdown of events subsumed under the broad heading, “emotional lability;” in particular, we were interested 
in analyses focusing on events considered to represent suicidality. These results had been sent to the MHRA 
(UK) before being sent to FDA, due to a difference in the timing of submissions. We have now received these 
data (in a submission dated 5-22-03, but not received until 5-28-03), as a partial response from GSK to our 
approvable letter for the Paxil pediatric supplement. These analyses suggest an excess risk of suicidality in 
patients taking Paxil compared to those taking placebo. The submission to the UK had also included draft 
labeling to describe this risk, however, I have been informed by David Wheadon, M.D., of GSK, that the MHRA 
has stated its intent to contraindicate paroxetine in pediatric major depressive disorder, on the basis of these data 
along with the negative results in the pediatric major depressive disorder studies. GSK does not agree, and they 
are currently negotiating with the UK and other European regulatory agencies. GSK intends to fully respond to 
the 10-10-02 approvable letter for the Paxil pediatric supplement by the third week of June, and this will include 
proposed labeling to address this risk, but also new language regarding the OCD claim in peds. Since the 
original review of the Paxil supplement, as well as the reviews of most other pediatric supplements for SSRJs, 
was done by Andrew Mosholder, M.D., and these requests were a direct result of Dr, Mosholder’s review, we 
have submitted a consult to ODS and have asked that this consult be assigned to him in his new position in ODS. 
We seek his advice on further analysis and interpretation of the Paxil results, as well as more general advice on 
what might be done to reconsider the pediatric databases for other SSRls. In addition, we would be interested in 
his thoughts on further studies that might be done to belter understand this signal, e.g., a cohort study using 
claims based data, perhaps looking at hospitalization for suicidality as an endpoint. 

Tom 


Original Message — 

From: Nighswander, Robbin M 

Sent: Tuesday, June 03, 2003 11:S2 AM 

To: Katz, Russell G; Laughren, Thomas P 

Subject: FW: reminder-weekly report 

Rusty and Tom: 

Although I included a brief description in last weeks report, as you can see, John would like a longer summary. Last 
weeks report is attached. 

Thanks 

Rcobin 


File: OND1 Weekly Report May 28 2003.dcH: » 
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This is a representation of an electronic record that was signed etectronically and 
this page is the manifestation of the electronic signature. 

/s/ 


Russell Katz 
6/6/03 12:39:48 PM 
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Mosholder, Andrew D 


From: Mosholder, Andrew D 

Sent: Thursday, June 19, 2003 4:30 PM 

To: Katz, Russell G; laughren, TTicwnas P; Andreason, Paul J; Stasko, Robert; Racoosin, Judith 

A; David, Paul A 

Subject: Paroxetine suicidality data in 4-1 1-02 submission 


Hello ail. 


Tab 4 


During today's meeting there were some questions about exacUy what data the sponsor provided on this topic, and why we 
asked for what we requested in the approvable letter. This prompted me to look back at the approvable letter, the original 
iSS for the supplement (which is still available via the EDR) and my clinica! review from last October. 


The sponsor did provide a line listing of all patients with serious adverse events ()SS Table 7.8) for both drug and placebo. 
This table showed suicide attempts such as overdoses coded as "emotional lability," which is how we knew that was being 
done. Using Table 7.8, 1 noted in my review that there was a higher rate of suicidality-related serious adverse events for 
paroxetine than for placebo in the acute trials, but that this was not statistically significant. 

Additionally, the sponsor provided a line listing for alt adverse events coded as "emotional lability," "hostility," or "agitation" 
(ISS Table 6.14). Although it induded nonserious events as welt as serious, it did not include placebo patients, only 
paroxetine patients. This table also showed suicide attempts coded as emotional lability. 

As a result of this situation, we asked for the fdlowing in the approvable letter 

Table 6.14 in the ISS listed paroxetine treated patients who experienced adverse events coded under the 
terms hostility, emotional lability or agitation. However, the table did not include placebo patients, nor did it 
include psychiatric adverse events that were coded under other terms. Please prepare an expanded version 
of this table, including all psychiatric and behavioral adverse events, and also those that occurred among 
placebo patients... 

We also asked GSK to provide a rationale for their coding of suicide attempts as emotional lability. 

Also, the data from the Social Anxiety Disorder trial was still blinded when the supplement was submitted. 


I hope this historical information is helpful. 


•^dy 


41 
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Mosholder, Andrew D 

From: 

Sent: 

To: 

Subject: 


Hi Judy. 

Here’s what is says in the Paxil pediatric suppiement ISS. section 6.3,1. 

AEs were coded from the verbatim terms provided by the investigators by using 
the World Health Organization Adverse Reaction Terminology (WHO ART) 
codelist. These terms were then mapped to Adverse Dnjg Experiences Coding 
System (ADECS) classification to provide body system and preferred term. The 
ADECS is a COSTART based dictionary. Gender specific events were tabulated 
separately from gender non-specific events to allow percentages to be corrected 
for gender. As stated previously, the coding process differed between the acute 
clinical studies and acute clinical pharmacology Study 715 (i.e., for Study 715, 
terms were not mapped to ADECS). Therefore, body system and preferred terms 
will differ between these studies. 

Of course, study 715 is not relevant here. 

-Andy 

> Original Message— - 

> From: Racoostn, Judith A 

> Sent: Monday, June 23, 2003 10:14 AM 

> To: Mosholder, Andrew D 

> Subject: coding dictionary for paxil peds MOO supplemental NDA 

> 

> Hi Andy. 

> Do you know which coding dictionary was used for the paxil 

> peds MDD supplemental NDA? You have probably already told me, 

> but I just can't recall. 

> 

> thanks 

> Judy 


Tab 5 

Mosholder, Andrew D 
Monday. June 23, 2003 10:24 AM 
Racoostn, Judith A 

RE: coding dictionary far paxB p«Js MDD supplemental NDA 
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Mosholder, Andrew D 


From: 

Sent; 

To: 

Cc: 

Subject: 


Pamer, Carol 

Tuesday. June 24, 2003 9;13 AM 
Racoosin, JudiUi A 

Mosholder, Andrew D; Singer, Sarah J 
FW; Suicide-related terms in WHO-ART? 


Tab 6 


Gear Day 

BkgrdjPG guru, Sally Singer. 


Carol 

— Originai Message — 

From: Singer, Sarah 3 

Sent: Tuesday, June 24,2003 9:10 AM 

To: Pamer, Carol; Goetsch, Roger A; Piazza Hepp, Toni D 

Cc: Lu, Susan 

Subject: RE: Suidde-related terms in WHO-ART? 


Hi Carol, 

I have an old COSTART manual; SUICIDE ATTEMPT did exist. The manual has a COSTART to 
WHOART translation table which states that SUICIDE ATTEMPT also existed in WHOART. 

-Sally 

Original Message 

From: Pamer, Carol 

Sent: Tuesday, June 24, 2003 9:07 AM 

To: Goetsch, Roger A; Piazza Hepp, Toni D; Singer, Sarah J 

Cc: Lu, Susan 

Subject: Suicide-related terms in WHOART? 


Good morning" 

A question has come up about the way that suicides/sutcide attempts were coded in a recent NDA suppiemenl. 
Apparently the company chose a term like "emotional lability" when in actuality most were suicide 
attempts. They used WHOART and COSTART as their dictionaries (see below), and a dictionary 1 am not 
familiar with, ADECS. We are talking about CSK and Paxil pediatric supplement. FYI. How can we verify 
that WHOART has a specific term for suicide/attempts? I don't have a copy of a WHOART reference, if there 
is one around here. It would also be helpful to have someone verify for me that COSTART has Suicide 
Attempt and perhaps others for the same. Too many brain tells have come and gone for me since the era of 
COSTART!! 

Thanks! 

Caro! 


47 
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AEs were coded from the verbatim teiTns provided by the investigators by using 
the World Health Organization Adv'erse Reaction Terminology (WHO ART) 
codelist. These terms were then mapped to Adverse Drug Experiences Coding 
System (ADECS) dassiiication to provide body system and preferred term. The 
ADECS is a COSTART based dictionary. Gender specific events were tabulated 
separately from gender non-specific events to allow percentages to be corrected 
for gender. As stated previously, llie coding process differed between the acute 
clinical studies and acute clinical pharmacology Study 715 (i.e.. for Study 715. 
terms were not mapped to ADECS). Therefore, body system and preferred terms 
will differ between these studies. 
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Tab? 


From: 

Sent: 

To: 


Subject: 

Hello Everyone, 


Rumble, Warren F 

Monday, August 18, 2003 1:56 PM 

Woodcodt, Janet, Galson, Steven; Henderson, Deborah J; Roberts, 
Khyati N; Katz, Russell G; Temple, Robert; Behrman, Rachel E; 
Raczkowski, Victor F; Marks, Norman S 
SSRI complaints and a heads-up 


I want to briefly alert you all about the numerous concerns I receive on the adverse events 
associated with the SSRIs. My most frequent drug complaints are on these drugs and the letters 
I get are very detailed and quite scary. I pasted at the end of this note my most recent 
consumer letter. 

The most frequent problems I hear about are suicide or attempted suicide, akathisla, and the 
struggle to get off the drugs. 

My most significant contact was by a person whose teenage son committed suicide and now her 
goal is to pefltion various parties (manufacturers, FDA, Congress, Grand Juries) to investigate: 

Eli Lilly’s suppression of the truth that these drugs cause suicide and suicidal ideation, 

GSICs and Wyeth-Ayerst’s false advertising that only drug abusers are at risk of physical 
and psychological dependence, and withdrawal problems when tapering back or 
discontinuing Paxil and Effexor. 

What is quite noteworthy here is that the person, claims to have 1 1 K signatures on 

the petitions. In my correspondence with her, I suggested that she encourage signers to report 
their adverse events to our MedWatch system so we could analyze the reports for possible 
labeling changes, i have attached her most recent e-mail to me that indudes the web text letter 
(quite sophisticated) to the President and to Sen. Hatch. The letter indudes links to the petitions. 
We may get a Congressional on It some day. 

Thanks 

Warren 


Q 

Letter Received 

torn Senator O.. 

Good day. am not one who ordinarily writes to anyone about such things, but 

this I feel is important. I reads a newspaper article yesterday about the potential dangers 
of Paxil in children and teens. It was quite disturbing and yet I believe incomplete. I was 
on Paxil several years ago for depression. I was about 44 at the time. I had not ever 
considered suicide until I was on this drug for several weeks. The day my husband and 
son found me in the closet taking 2 and 3 pills with a sip of wine and repeating the 
process over and over until they found me, I realized something was terribly wrong. I 
remember thinking this would end it all and that would be that. Fortunately, I stopped 
taking Paxil and life was good again. I was even able to work through my dqtression 
without the "help" of drugs. Not too many months ago, I again found myself in a state of 
depression. Again I was prescribed Paxil. Not giving any thought to the past occurrence, I 
began taking it For a while it seemed to be helping. Then low and behold I found myself 
thinking such things as, if I pull in fiont of that truck, if I take all of these pills, etc., etc. I 
remembered the last time I was on this drug. I stopped taking it. And again, thoughts of 
suicide have disappeared. What really prompted me to write this, however, was a 
conversation I had with a new fiiend yesterday. We were discussing the article when she 
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confided in me that her husband committed suicide 6 years ago after he began taking 
Paxil. Is it coincidence? I am beginning to fear not. What may be good for some may be 
fatal for others. How do we determine the difference? Thank you for your time. Please 
feel fi:ee to contact me at my e-mail address if you have any questions, or if I can be of 
any further assistance concerning this potential hazard. 
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MEMORANDUM 


D030341 

September 4, 2003 

Andrew D. Mosbolder, M.D., Epidemiologist 

Mark Avigan, M.D., Acting Director 
Division of Drug Risk Evaluation, HFD*430 

Russel] Katz, M.D., Director 

Division of Neurophaimacological Drug Products, HFD-J20 

Consult; Suicidatity in pediatric clinical trials with paroxetine and other 
antidepressant drugs 

Efrugs: paroxetine, sertraline, vcnlafaxine, fluoxetine, fluvoxamine, 
citalopram, nefazodone, mirtazapine 

***NOT TO BE USED OUTSIDE OF FDA WITHOUT PRIOR CLEARANCE BY IMS 
HEALTH AND ADVANCEPCS*** 

EXECUTIVE SUMMARY 

At the request of the Division of Neuropharmacological Drug Products (DNDP), rcccnUy 
submitted data on adverse events Involving suicidal ideation and self injury from the paroxetine 
pediatric development program were reviewed. These data indicate an association of paroxetine 
treatment with suicidal ideau'on and behaviors in acute treatment settings, although the degree of 
association varied according to trial (study 329 having the largest relative risk) and indication 
(most, but not all, of the suicidal adverse events occurred in depression trials). Almost all of the 
events occurred in adolescents. Events were categorized by the sponsor as either “possibly* 
suicide related,” vriiich included both suicidal ideation and seIf>injurious behaviors, or as “suicide 
attempts.” which were frank self-injurious acts and were thus a subset of the broader category of 
possibly suicide-related events. Stratifled analysis by study yielded a relative risk of 2.6 for 
possibly suicide-related events (95% confidence interval 1. 2-5.9). Consistent with this, the 
relative risk for the more narrowly defined category of suicide attempts was approximately 2, but 
was not statistically significant. 

This finding prompted an examination of the data on suicidality and suicide attempts from other 
pediatric psychopharmacology clinical trials. Data on adverse events from pediatric clinical trials 
with seven other drugs were reviewed and combined for analysis with the paroxetine data. These 
drugs were die selective serotonin reuptake inhibitors (SSRIs) sertraline, fluoxetine, fluvoxamine, 
and cjtalopram; and the atypical antidepressants nefazodone, venlafaxine, and mirtazapme. There 
were a total of 20 acute treatment placebo-controlled trials with these 8 drugs. In these trials, 
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there were 40 suicide atterupls (defined as any seif-injurious behavior) among 2213 dnig-treatcd 
subjects, and 13 suicide anempts among 15W1 placebo-tresied subjects. A stratified analysis 
yielded a relative risk for suicide attempts of 2.5 ^5% confidence interval I.4-4.6) wifli active 
drug treatment in these shon-term trials, relative to placebo. As with paroxetine, depression trials 
had more such events than trials in other psychiatric indications. For each individual drug, the 
aggregated data from trials in depression showed that possibly suicide-related adverse events 
were more numerous on active trealnrent than on placebo, and for no drug did the data suggest a 
protective eifecl. This finding suggests that the association with suicidality observed for 
paroxetine may be a class effect, rather than a unique effect of paroxetine. 

DNDP has asked the sponsors of 8 other psychiatric drugs lo search their pediatric trial databases 
and fitmish data on suicidality that will be comparable to the data submitted for paroxetine. These 
new data will also include person-lime of exposure so that rates of events may be calculated. 

When this data is received it will be possible to perfonn a more definitive meta-analysis. 

However, if the results from this preliminary analysis arc substantiated, there will be broad 
implications for the pharmacological management of pediatric depressive disorders. 

This consult covers the following topics. A background sectiwi discusses the regulatory history of 
the paroxetine pediatric development program, the history of the controversy over whether certain 
antidepressant drugs promote suicidal behavior in adults, and adolescent suicide. Next, the 
paroxetine pediatric clinical trial data on suicidal adverse events provided by the sponsor is 
summarized, along with some additional exploratory analyses. Following tWs is a discussion of 
whether epidemiological methods might be applied to study this issue further. The final section of 
the consult is a survey and meta-analysis of suicidal adverse events from other pediatric 
development programs for antidepressant drugs. 

BACKGROWD 

Regulatory history 

GlaxoSmithKline (GSK) submined a pediatric supplement for paroxetine HQ (Paxil) on 4-11-02 
(NDA 20-03 1 . supplement 37), and in exchange received pediatric exclusivity for the compound. 
DNDP issued an approvable letter for this supplement 10-10-02, and the letter included a request 
for additional information about behavioral adverse events in the pediatric clinical trials. In 
response, GSK analyzed the incidence of suicide attempts and suicidality in the trials, and 
submitted tJus information to FDA on 5-22-03. The analyses showed a statistically significant 
association of suicidality with paroxetine treatment relative to placebo. These data were also 
submitted to the UK Medicines and Healthcare Products Regulatory Agency (MHRA), and on 6- 
10-03 the MHRA issued a statement contramdicating paroxetine in the treatment of pediatric 
depression. On 7*14-03 the Marketed Health Products Directorate of Health Canada posted a 
similar warning. 

DNDP consulted ODS to obtain assistance with <1) analyzing and inteipreting the paroxetine 
data, (2) examining other pediatric antidepressant clinical supplements for the presence of 
comparable signals, and (3) exploring whether any epidemiological data sources might be 
available to confirm or refute the signal. 


Regulatory status of antidepressant drugs for pediatric use 

Cunently, fluvoxamine, sertraline, fluoxetine (all SSRJs) and clomipramine (a tricyclic 
antidepressant compound) are indicated for pediatric obsessive compulsive disorder (OCD). 


2 
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Fluoxetine was recently granted an mdicatitaj for pediatric major depressive disorder, but no 
other drugs are presently indicated for pediatric depression; pediatric exclusivity supplements 
submitted for mirtazapine, venlafaxine, sertraline, citalopram, paroxetine and nefazodonc failed 
to demonstrate efijcacy in pediatric major depressive disorder. Paiemhctically, it should be noted 
that oiT-label use of selective serotonin reuptalee inhibitors (SSRls) to treat pediatric depression 
has been endorsed in practice guidelines for child psychiatrists’ and in the recent report by the 
U.S, Surgeon General on memal health*, along wifli use of non-pharmacological treatments such 
as cogniijve-behaviorai therapy. 

Suicidality and antidepressant drugs 

For over a decade there has been controvert over whether some antidepressant dnjgs, 
particularly fluoxetine and the other SSRls, can induce suicidality. A full review of this issue is 
beyond the scope of this consult, but a few points will be summarized herein. 

In 1 990, Ticcher el al. published a case series describing six patients who developed intense 
suicidal ideation during treatment with the selective serotonin reuptakc inhibitor (SSRI) 
fluoxetine.* Similar events were subsequently reponed in pediatric patients.'* To address concerns 
about fluoxetine treatment piccipiiaiing suicidality, Lilly, the manufacturer of fluoxetine, 
performed a meia-analysis of their fluoxetine clmical trial database, which showed that there was 
no increase in suicidal acts among fluoxetine-treated patients compared to placebo-treated 
patients.* The issue of fluoxetine-associated suicidal behavior was considered at a meeting of 
FDA’s Psychopharmacological Drugs Advisory Committee on 9-2J-91; the committee concluded 
that the evidence for such an association was not credible. More recently, one author has linked 
suicidality to use of the SSRI sertraline.* A study in the U.K. using tlte General Practice Research 
Database during the period 1 988-93 did find a somewhat higher rate of suicide among fluoxetine 
users compared to users of other antidepressants.’ However, these data were from a clinical 
setting and were not randomized, and the authors attributed the imbalance in suicide rates to 
selection bias. In 2000, the U.K. Committee on the Safety of Medicines (CSM) re-considered the 
issue of SSRI-induced suicidality.' They noted that anecdotal reports continued to suggest such a 
link to fluoxetine, although data from epidemiological studies and clinical trials have failed to 
confinn this; the CSM also noted that "ihe risk of suicide may increase in the early stages of 
treatment Vi-ith any antidepressant.” 

Some authors have conducted meta-enalyses of suicidality in antidepressant clinical trials to 
address a somewhat difierent concern; i.e., whether randomization to placebo confers a greater 
risk of self-harm. Khan and associates analyzed clinical trial data from the development 
programs for 5 recently marketed antidepressant compounds (the SSRls sertr^ine and 
paroxetine, and the atypical antidepressants nefazodone, numzapine, and bupropion), comprising 
a total of 19,639 subjects worldwide.* The authors determined rates for completed suicides and 
suicide attempts on active drug treatment and placebo, using both open label and randoTnized, 
double-blind data from studies in depression and other indications. Their rerulis showed 
incidence rates for completed suicide per 1000 person yean of exposure in clinical trials of 8.4, 
6.9, and 3.6, for investigational drugs, active controls and placebo, respectively. The authors also 
determined incidence rates for suicide attempts; per 1000 person years, these were 28.1, 34.3, and 
27,0 for investigational drugs, active controls, and placebo, respectively. Jn a sirnilar study, 
Storosum et al. examined registration dossiers for 9 antidepressants submitted to the regulatory 
agency for the Netherlands.’* Ajtalysis of 77 shorl-tenn studies involving a total of 12.246 
patients showed similar incidences of suicide attempts (approximately 0.4%) and completed 
suicides (approximately 0, 1 %) for patients receiving placebo or active drugs. DNDP has also 
performed a meta-Bnalysis of suicides in randomized controlled trials of antidepressant drugs. 
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This analysis showed no difTerences in suicide rates for active drugs vcraus placebo, after the 
rates were adjusted for relevant covariates (age, gender, inpatient versus outpatient setting, and 
foreign versus North American location of the trial ).” 

Adolescent suicide 

In 2000, intentional self-harm was the third leading cause of death for individuals aged 1 5-24 
years in the U.S. (following accidental deaths and homicides), and accounted for more deaths 
than any natural cause.’^ The overall suicitte rale for individuals aged 1 5-1 9 years was 8.2 per 
1 00,000 in the year 2000, with the rate for males almost five times hi^er than that for 
feroales.'’The rate for younger persons was much lower, at 0.8 per 100,000 for individuals aged 
5- 14 years. 

Estimates of the number of suicide attempts and the proportion of attempts that are successful 
vary, however. A work group of the American Academy of Child and Adolescent Psydjiatry 
estimated that roughly 2 million adolescents attempt suicide annually nationwide. Of these 2 
million, an estimated 700,000 receive medical care because of the attempt, and approxinustely 
2000 succeed in their attempt (i.e., roughly 1 in 1000 attempts arc successfiil). The publication 
did not describe how the work group arrived at these figures.'^ In a recent review of the topic, 
Maris gave a somewhat lower estimate of 100-200 adolescent suicide attempts for every 
completed adolescent suicide, although the author sited no specific source of this infonnatiem.** 
The Centers for Disease Control (CDC) has estimated the rates of self-inflicted injuries treated in 
emergency rooms from the National Electronic Injury Surveillance System (NEISS).’* The 
majority of these iiyuries were su^cctcd to be suicidal in nature, although documentation of this 
was lacking in many cases. The estimated number of emergency department visits for self- 
infticied injuries among individuals in the U.S. aged 15-19 years was 51,526 in the year 2000, 
representing a rate of 259 per 100,000. In contrast to completed suicide, for which the rate is 
higher in males, the larger proportkm of non-faial self-inflicted injuries occurred among females; 
in fact, the self-inflicted injury visit rate for females aged 15-19 years was the highest for any age 
and gender subgroup. Of note, the rate for ages 10-14 years, at 70 per 100,000, was much lower 
then the rate for the older adolescents. Comparing the rate for 15-19 year olds to the previously 
noted rate of completed suicides for the same age group (259 per 100,000 versus 8.2 per 100,000) 
yields a ratio of approximately 30 emergency department visits for self-inflicted injuries for each 
completed suicide in the 1 5-1 9 year age group. An additional estimate of the ratio of atiempu to 
completed suicides is available from the Oregon Adolescent Suicide Attempt Data System 
(ASADS). In Oregon, hospitals are required to report adolescent suicide anempls to this database, 
and during the period 1988-1993 there were 31 reported adolescent suicide attempts for every 
completed suicide in the same age group.” 

It has been proposed that recent declines in adolescent suicide rates arc related to more 
widespread use of antidepressant medications. Gould et al. observed that the male adolescent 
suicide rate peaked at a rate of approximately 20 per 100,000 per year in 1988, but then began to 
decline in the early nineties. They proposed that one of the most likely explanations for this 
decline is the increased use of antidepre.ssant medication among adolescents during this time 
period.’* The use of antidepressant medications by adolescents has indeed increased significantly; 
Olfson and colleagues reported data from the National Medical Expenditure Survey and the 
Medical Expenditure Panel Survey showing that between 1 987 and ] 996, the prevalence of 
antidepressant medication use among odolescenu aged 15-18 inaeased fourfold, reaching 2 % by 
1 996.” Hall and associates sntdied the correlation between suicide rates in individuals over age . 

1 5 years and prescribing of antidepressant medications in Australia, stratified by age and gender 
subgroups.^® Increased usage of antidepressant medication was correlated with declines in 
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suicide rates; however, it appeared that this coirelation was roost evident among older age groups. 
In a similar analysis, Isacsson examined trends in Sweden fcff suicide rates and antidepressant 
prescribing.^' During recent years there was a negative correlation between suicide rates and 
antidepressant sales; however, this correlation was not observed in young females (aged 1 5*29), 
or females older than 75 years. 

SUMMARY OF THE PAROXETINE PEDUTRIC TRIAL DATA ON SXJICIDALITY 

(Sources of information: NDA 20-031, suppJemeni 37 iubtnhled 4-H-02; additional data submined lo NDA 20-031 on 
5-22-03, 6-13-03, 6-16-03, 6-20-03, 6-23-03, 6-30-03, 7-14-03,7-17-03; ^readsheci summarizanj cases prepared by 
Dr. Judy Recoosin of DNDP) 

Pediatric development program for paroxetine 

The pediatric development program fw paroxetine comprised 6 randomized, double blind, 
placebo controlled srudies. These studies are summarized in the following table. (Data from two 
uncontrolled trials, an open label pediatric trial and a pediatric phannacokineiic study, are not 
included in the analyses lo be described.) The sample sizes shown are from Oje study reports 
where available (there is no study report for study 676). In some cases it will be seen that Uicse 
sample sizes differ slightly from those in the sponsor's safety analyses submitted in May and June 
of this year, perhaps because of differences in defining the samples for safety versus efficacy 
analyses. 


Table 1. Randomized, double blind studies In (he paroxetine pediatric development 
program 




mm 

■HWl 

ISS!I 

N 

Description 


3 




MDD 

329 



Randomized, double blind, placebo controHed, parallel group. 8 
week trial; paroxetine 20-40 mg/day versus placebo; 
continuation phase allowed for up to 6 months of additional 
double blind medicarion; 13 D.S. sites. 

MDD 

377 

12-19 

Paroxetine 181, 
placebo 93 

Randomized, double blind, placebo controlled, parallel group, 

12 week trial; paroxetine 20-40 mg/day versus placebo; 33 non* 
U.S. sites 

MDD 

701 

7*17 

Paroxeiine 104, 
placebo 102 

Randornized, double blind, placebo controlled, parallel grotip* ^ 
week trid: paroxetine 1 0-50 tng/day versus placebo; n*203 
children and adolescents: 40 sites in U.S. and 1 ia Canada 

OCD 

453 

6-18 

Double blind 
phase; 

paroxetine 95, 
ciscebo 96 

Randomized, double blind, placebo controlled, 16 week relapse 
prevention trial; 16 week open label treatment with paroxeb'se 
followed by randomization of responders to placebo or 
oaroxerine 10*60 mz/dav; 26 sites in U.S. 

OCD 

704 

6*17 

Paroxeiinc 98, 
placebo 105 

Randomized, double blind, placebo controlled, parallel group, 

10 week trial; paroxetine 1C^50 mg/day versus placebo; 37 sites 
in U.S. and 2 in Canada 


Abbreviaiioni: MDD Major Depressive Disorder; SAP Social Aiuiciy Disorder; OCD Obsessive Compulsive Disorder 
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Case definition 

In the original pediatric exclusivity supplement, GSK used the WHO adverse event term 
“emotional labilit/’ to code suicidal ideation and suicide attempts, but there were other types of 
behavioral events that were also coded to that teim, making the data difficult to interpret. 
Accordingly. GSK adopted a special search strategy for the more recent analyses of suicidality. 
The methodological details for these searches can be found on pages 2*3 and 14-15 of GSK's 5- 
22-03 submission. An electronic search identified adverse events from placebo controlled 
pediatric trials for which the verbatiiri adverse event terms suggested a self-injury or suicide 
attempt. Specifically, verbatim adverse evwjt tenns with the following text strings were selected: 
attempt, cut, gas, hang, hung, jump, muiilat, overdos.self damag, self harm, seif inflict, self injur, 
shoot, slash, suic. Also selected were any events with preferred terms of overdose or intentional 
overdose (I.e., accidental overdose was no! selected). To distinguish suicide attempts from 
suicidal ideation, event descriptions that also included verbaiini terms such as “thou^i,” “threat,” 
or “tendency” were considered “possibly suicide-related,” while events that did not include such 
descriptors were considered suicide attempts. 

The sponsor also submitted narrative descriptiems of these cases. Review of the narratives 
revealed several cases that could arguably have been classified differently. However, the number 
of such cases was small, and because the sponsor’s selection of cases was done in a manner that 
was automated and blind to treatment assignment, I have chosen not to reclassify any of the 
designated cases in a post-hoc fashion. 

Cakularion of incidence' 

GSK included all of the 6 randomized placebo-controlled trials in their analysis. The sponsor 
also deteimined person time for each treatment group, and stratified the data by study and by age 
group (children < 12 years old and adolescents >12 years oid). They calculated the incidence of 
all “possibly suicide-related” events as well as the incidence of suicide attempts, which are a 
subset of the fonner category. Events occurring up to 30 days afier the end of treatment were 
included. At the request of DNDP, to insure consistency, events and person-time from the 
continuation phase of study 329 were excluded in the final analysis. (Since Utis phase was a 
blinded continuation of treatment for patients who bad improved during the acute treatment 
phase, the data might not be cornparable to that from the acute phase of the trial.) 

The following table summarizes the results of these analyses, submitted by GSK on 6-30-03, in 
Attachment 3 of that submission. There were a total of 32 “possibly suicidal related events” and 
21 suicide attempts in these clinical trials (there were no completed suicides). The sponsor 
performed statistical testing of tlie comparisons between paroxetine and placebo using Fisher’s 
exact test, and the comparisons with p-values < 0.05 arc indicated. 


* Grateful acknowledgment is made to't)r. Yi Tsong of the Office of Biostatistics for providing consultation 
on tlus section. 
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T*blt 2. Summary of “possibly suicidal related oenu" and suicide attempts In paroxetine 
pediatric placcbo-ecntroHed trials, Including events tyithin 30 days follow-up after treatment 
I Paroxetine j Placebo | Possibly suicidal | Suicide attem^S 

related events 


paroxetine Placebo Paroxetine Placebo 

N(%) N(%) N(%) 




. GrandTotal [ j 738 j 162 164?|"|39 | 2<f3.dl** i 70 -0 I 16(2.2^ I 

AbbieviaiionSJ MDD Major Depressive Disofdn. OCD ObsesslwTCompolsivt Disorder, SAD Social Anxiety 

Disojder, Pl-yn pstiem-years of exposure 

■p-vBlue * 6.04 versus pleccbo 

♦•p-vaiuc< 0.01 versus placebo 

tp- value « 0.05 versus placebo 

Totaling data from all trials, the telaiive risk for possibly suicide-related events is 3.1 (95% 
confidence intervals 1.4-7.2, Epilnfo2000 software). 


From the data in Table 2 the incidence rates for possibly suicide-related events and suicide 
attempts mey be calculaled, and these data are shown below. Instead of rates per patient year as 
shown in the sponsor’s analysis dated 6-50-03. here the incidence rates are shown per i 00 patient 
years. There are some slight differences from the sponsor's calculations, most likely due to 
rounding. 
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Instead of calculating a simple total of flje numbers of events and numbers of patients across all 
studies, an alternative method is to use a Mantel-Haenszel stratified analysis to combine studies 
85 separate strata, yielding an overall relative risk estimate. This approach is considej^d 
appropriate when the dau ft^om individual strata are heterogeneous, as is the case here. The 
Mantej-Haenszel weighted relative risk calculations were performed with the Epilnfo2000 
software arid are shown below. 

Event Manfel-Hacnsael relative risk 195% ccnfideoce intervall 

Possibly suicide-related events 2.64 (1.J9-S.85) 

Suicide attempts 2.13 (0.83-5.47) 

Another analytic method makes use of person time in the denominator. Guess and colleagues 
devised s computer “shareware” program to estimate relative risk from a group of studies where 
the denommafojs are in units of person-time.“ Using this software program, a combined relative 
risk (i.c., incidence rate ratio) was calculated with Fisher binomial confidence limits, considering 
each study as a separate stratum. The results are shown below. 

Event Mantcl-Hacnsael incldcnff rate ratio f9S*/e confidence intervall 

Possibly suicide-related events 2.69 (1 .17-7.78) 

Suicide attempts 2.15 (0.78-7.98) 

Thus, the relative risks are somewhat lower with stratified calculations, which arc less sensitive to 
outliers (such as study 329) than a simple totaling of data from all studies. However, the risk ratio 
is still statistically significant for the category of all possibly suicide-related events. For suicide 
attempts, the relative risks are not statistically significant, but the point estimates are consistent 
with the relative risk for the broader category. Note that the relative risks do not differ much 
according to whether the numbers of patients or patient exposure years are used in the 
denominators. Because the average duration of treatment was approximately equal for drug and 
placebo patients, accounting for duration of treatment has little elfect on the values of the relative 
risks. 

Ratiug scale assessments of sulcidallty during MDD trials 

The depression symptom rating scales employed in the MDD trials all included items on which 
the investigator rated the subject’s degree of suicidality. GSX analyzed these data from the 
suicidellty items of the rating scales employed in the trials (i.e., Hamilton Depression Scale 
(HAMD) item 3, Montgomery Asberg Depression Rating Scale (MADRS) Item 10, and 
Children's Depression Rating Scale (CDRS) item 13). The proportion of patients developing 
suicidal ideation during treatment as documented on the rating scale items was approximately the 
same for the paroxetine and placebo treatment groups. However, examination of the data for the 
subjects identified as having suicide-related adverse events showed that there was poor 
cotreUlion between the occurrence of a suicidal adverse event and an inaease in the suicidal 
rating scale item for that same subject Among the explanations for this were the presence of 
suicidality at baseline in many cases (which excluded the patients from the analysis), and the 
absence of a rating at the time of the suicidal adverse event. 


Subgroup sod other exploratory analyses 

Be>ow I will summarize some of the descriptive and subgroup analyse.'* that have been done in an 
effort to better understand this finding. 
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Dose 

All trials used a flexible dose design. The dose ranges allowed are shown below, along with the 
duration of double blind tresiinent. 


Study 

Dose range (mg/day) 

Duration (weeks) 

676 

10-50 

16 

329 

20-40 

8 

377 

20-40 

12 

701 

10-50 

8 

453 

10-60 

16 c^en/I 6 1 

704 

30-50 

10 


Plasma drug concentration sampling was perfonned in clinical trials 676, 701 and 704. These data 
had not been analyzed at the time the sponsor submitted the pediatric supplement, however. 

To examine the potential influence of dose on these events, it may be useful to consider the two 
trials with the largest numbers of events on paroxetine treatment, studies 329 and 377. In Study 
329, there were 6 paroxetine patients who developed suicidal events while on active treatment; 
the mean dose for these 6 patients was 22 mg and the mean duration of ireatmeni was 25.5 days. 
According to the study report, of the three possible paroxetine doses (20, 30 and 40 mg/day), *c 
most frequently administered dose was 20 mg (the mean dose was not provided). 

In Study 377, there were 7 paroxetine patients who developed suicidal events while on active 
treatment, and the mean daily dose end duration of exposure for Utese patients were 29 mg and 59 
days, respectively. The mean dose on active treatment for this trial was 24 mg. 

Duration of treatment 

GSK reported in their 5*22-03 submission that the mean time to event for subjects developing 
suicidality was 54 days for paroxetine and 61 days for placebo; thus, there was no apparent 
relationship with duration of treatment. There was possibly a relationship to discontinuation of 
treatment, however (please see below). 

There were 1 6 paroxetine patients and 7 placebo patients who had events during active treatment. 
The time to onset for these events is shown in the figure below. No discemable pattern is evident 
with respect to the timing of these events, although the numbers of cases are small. 

Figure 1. Week of onset of possibly suicide related events during active treatiDcnt 
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Stucfy 

It can be seen from Tables 2 and 3 that study 329 stands out as having the largest differential la 
suicidal adverse events between drug and plat^bo, one that is in fact statistically significant 
There was also an imipramine arm in that trial, and ihc incidence of suicidality among patients 
receiving imipramine was intermediate between the incidence for placebo and that for paroxetine 
(3 of the 95 imipramine patients experienced possibly suicide-related events, and 1 imipramine 
patient attempted suicide). No panicular investigator or site in study 329 was over-represented 
among the reports of suicidal events in that trial, according to the site-specific data submitted 7- 
1 5-03. Although the incidence of events in the paroxetine arm is the highest seen in this set of 
trials, the incidence for the placebo arm is lower fltan in the other MDD trials. Tht majority'of 
events among paroxetine patients (6 of 8) in study 329 occurred on treatment, and two occurred 
after treatment discontinuaiion. As noted previously, the mean dose for the 6 patients on 
paroxetine was 22 mg, not very different from the modal dose of 20 mg in the trial. One might 
ash whether the level of seveity of depression was more severe among the subjects of study 3^ 
compared to the other trials; however, each MDD trial employed a different depression rating 
scale, making comparisons across trials difficult On balance, no obvious factor accounts for the 
fact Aal the highest relative risk was observed in study 329. 

It may be instructive to examine the relative risks observed for the three depression trials 
separately. The following shows the relative risk for possibly suicide-reJaled adverse events by 
study, calculated using the EpiInfQ2000 software Fisher’s Exact test. 

Table 4. Belative risk by study for possibly suicide -related events in MDD trials 


Study 

Kclaiive risk, 
possibly suicide- 
related events 

nnm 

329 ; 

7.6 


■SB 

1.2 

0.4 • 3.7 

Bn 

1.5 1 

0.3 • 8.6 


While the relative risk estimates arc discrepant, the confidence intervals for Ute relative risk 
estimates are wide and overlapping, owing to the small number of events in each study. 

It may also be useful to calculate the relative risk excluding study 329 as an outlier. The 
following table displays the relative risks obtained with and without data from study 329. 


Table 5. Relarive risks obtained with or without data from Study 329 


Event 

Including Study 329 

Excluding Study 329 

ManieUHaenszel re/on’ve risk (95% conftdmct in^cTyal) 

Possibly suicide-related events 



Suicide anemots 



ManteUHoenszti incidence rate ratio (95% confidence interval) 

Possibly suicide-related event* 


■BEBIGIQBnBH 

Subide sttemot* 

BBEIHEir&imBi 

■■■BlCEISESHai 
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This shows that the relative risk estimates omitting data from study 329 are still consistent with . 
dnjg efTect, but are lower and arc no longer statistically significant. 

With respect to study 453, data ftom that trial coul'd reasonably have been omitted from these 
analyses on the basis that it was a relapse prevention study and not an acute treatment study. 
However, since there were approximately the same number of patients and patient exposure years 
for both paroxetine and placebo, but no events in either ^up, the data from the double blind 
phase of this srudy has virtually no effect on the overall relative risk estimates. It should be noted, 
however, that there were 7 patients with serious adverse events involving suicidality during the 
open label paroxetine run-in phase of this trial that was not included in the above analysis, and 5 
of these patients were withdrawTi from the trial. Speculatively, this may have resulted in a 
selection bias, to the extent that patients who successfully completed the open label phase and 
progressed to randomi 28 ljon may have been those less prone to become suicidal.^ 

Severity of depressive symptoms 

Studies 329 and 377 had the largest number of events on paroxetine and may provide insight into 
the influence of the level of depressive symptoms. In study 329, baseline HAMD total scores 
were available ftom narrative summaries for 6 of the 8 paroxetine patients with events, and the 
mean score among these patients was 20. This is comparable to the mean baseline HAMD score 
of 1 9 for both the paroxetine and placebo treatment arms. The sponsor provided the HAMD 
scores obtained near the time of the event for five of these patients; the change from baseline was 
worse for two patients, improved for two patients, and unchanged for one patient. In study 377 
the MADRS was used to assess depression; the mean baseline MADRS score for the 9 paroxetine 
patients with events was 27, which is comparable to the mean baseline score of 26 for all 
paroxetine patients. Among these 9 patients, the MADRS rating near the time of their event was 
improved from baseline for 4, worse for 4, and unchanged for I. 


Age 

Of the 32 suicidal adverse events ftom the final analysis, only one occurred in a patient under 1 2 
years of age (an 1 l-year old female patient receiving paroxetine in .MDD study 701 experienced 
suicidal ideation). Tlws, the absolute incidence of these events is higher in the adolesccm-only 
subgroup of patients than in the total sample. However, because the vast majority of events 
occurred in adolescents, the paroxetineplacebo risk ratios for the adolescent patient subgroup 
differ only marginally from those for the entire sample of subjects. It should be noted, however, 
that in the open label paroxetine treatment phase of study 453, 4 of the 7 patients with serious 
adverse events involving suicidal ideation were under 12 years of age; however, these events 
were not pan of the analysis described above, since they occurred during uncontrolled treatment. 


To illustrate, the following table displays the adolescent-only subgroup analysis for all MDD 
trials. The incidence rate ratio is approximately 2 for both types of events, which is consistent 
with the data from all ages combined, but the adolescent incidences for both paroxetine and 
placebo are higher than those for the entire sample shown in Table 3. 


Table 6, locldcocc of events ip MDD friaU, adolescent paHepts on ly 


Event 

Incidence per 100 person years 
in adolescent subiects 

Paroxetine 

Placebo 

Possibly suicide-related events 

31 

16 

Suicide anempts 

24 

12 


11 
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Finally, ihe largest discrepancy between panixetine and placebo was observed in study 329, and 
without this trial the risk is not stsiistlcally si^ilicant However, in no trial was a protective 
efTect observed. 

Usage data for paroxetine in the pediatric population^ 

An cstirnaie of the number of dispensed paroxctiw prescriptions was obtained from IMS Health's 
National Prescription Audit P/uj™ (NPA P/w™). This estimate includes information from 
chain, independent, and food stores, long term care facilities, and mail order houses. According to 
NPA PIus^, in 20Q2 paroxetine was the most frequently prescribed antidepressant drug in.the 
U.S., with an estimated 26.9 million prescriptions for paroxetine dispensed nationwide. 
Demographic information on paroxetine users was obtained from the National Disease and 
Therapeutic Index ™ (NDTI™). IMS Health’s survey of approximately 2,000-3,000 office-based 
physicians in the continental United States. This survey provides statistical information about 
diagnoses, patients, and treatment patterns. According to the National Disease and Therapeutic 
Index™ (NDTF’'’) of IMS Health, an estimated 9.3% of all paroxetine use in 2002 was 
recommended to patients under 20 years of age, in approximately equal proportions by gender. 
Focusing on the adolescent age group, which is more relevant to the issue of suicide attempts, 
7.9% of the total for all ages was for patients aged 12- 19 years. Applied to die NPA Plus™ data 
for total prescriptions dispensed, this 7.9% represents approximately 2.1 million prescriptions for 
paroxetine in the 12-19 year old age gioup in 2002. According to the NDTI™ data, the estimated 
use of paroxetine to treat patients between 12 and 19 years of age increased by 78% between 
3997 to 2002. 

Data on pediatric use of paroxetine was also obtained from the AdvancePCS database. 
AdvancePCS is a pharmacy benefit management (PBM) company, currently covering 50 million 
individuals and processing 300 million prescription claims annually. All dispensed prescriptions 
paid for by the PBM are captured for each patient, across all prescribers and pharmacies. The 
demographics of the population covered in the AdvancePCS database appear to be similar to the 
U.S. population overall. In the AdvancePCS system, paroxetine is the second most commonly 
dispensed antidepressant for pediatric use, after sertraline. From tire AdvancePCS database it is 
possible to distinguish between patients initiating paroxetine treatment and those refilling 
prescriptions for continued treatment. If one defines new treatment with paroxetine as a 
prescription dispensed to a patient who did not have a paroxetine prescription in the preceding 3 
months, then in 2002 the majority of paroxetine prescriptions fell into this category (502,160 
prescriptions out of a total of 688,552 prescriptions for all ages). Of these 688,552 total 
paroxetine prescriptions, 30,891 (4.5%) were new prescriptions for patients aged 12-19 years. 

Extent of public health impact 

To estimate the potential public health impact of this putative efiect, it is necessary to make 
projections based on the clinical trial data. As an estimate of person-years of exposure, using the 
average length ofprescription of one month (Advanced PCS), the number of dispensed 
paroxetine prescriptions would be equivalent to 177,000 person-years of exposure to paroxetine 
among adolescent patients nationwide last year. Based on NDTl™ data for the past 2 years, it 
appears that approximately 40% of adolescent use of paroxetine is for depressive disorders, 
although the diagnostic information in the NDTI™ data is not always precise. Applied to the 


* Provided by Cianna Rigoni, Phann.b., M-S., Division of Surveillance, Reitcarch and CommunicBtion 
Suppon. Sec Memorandvan dated 6-26-03, PID# D030341 . 
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tstimate of 1 77,000 person-years, this would mean approximately 7 1 ,000 person-years of 
paroxetine use for adolescent depression. From table 6, the incidence rate difference for suicide 
attempts between paroxetine and placebo (i.e., the attributable risk) observed in the MDD trials is 
12 per 100 person-years of exposure to paroxetiiw. If one projects this estimate of the attributable 
risk to the estimated national use of paroxetine for adolescent depression, there would be an 
excess of approximately 8,500 suicide etlempls annually among adolescents attributable to 
paroxetine exposure. The severity of self-ii^my would likely vary considerably, although as 
previously discussed, a small but dilTlcult to estimate pi<q3onion of these attempts would be 
expected to be successful. Of course, this estimate is very crude, and requires makittg the 
untesiable assumption that the attributable risk observ-ed in short term clinical trials is applicable 
to chronic use of the drug in the population. Also, this estimate is not adjusted for gender 
differences. However, it does'illustrate that there are a large nximber of patients at risk, if this is a 
real drug effect. 

Ahemaiively, one could assume that die risk only applies to the initial stage of treatment with 
paroxetine, and thus estimating the impact in the general population would require knowing how 
many new adolescent patients are started on paroxeiine for the treatment of depression. In the 
MDD clinical trials, the incidence of suicide attempt was 4.0% for paroxetine and J .8% for 
placebo, from Table 2 above. This yields an attributable (i.e., placebo-subtracted) risk of 2.2%. 

As noted above, 4.5% of paroxetine prescriptions in AdvancePCS were new prescriptions for 
patients aged 12-19 years. Applying this percentage to the 26.9 million estimated national number 
of prescriptions from NPA Plus^ yields an estimate of 1.2 million adolescents initiating 
treatment with paroxetine in 2002. (For comparison, the total U.S. population aged 10-19 years is 
approximately 4 1 tnillion.^^) Assuming that 40% of the use is for depression (as stated above), 
this would represent approximately 480,000 new paroxetine prescriptions for the treatment of 
depression in adolescents. Applying the attributable risk of 2.2% (i.e., the excess risk of suicide 
attempts with paroxetine compared to placebo that was observed in shon-teim clinical trials) to 
the 480,000 new courses of treatment yields an estimate of 10,600 episodes of self-injury 
associated with paroxerine use. This may be an overestimate since the 2.2% attributable risk was 
cumulative for trials that were somewhat longer than one month. Also, all of the aforementioned 
caveats apply equally to tins estimate as well. 

FEASIEiLiry OF PHARMACOEPIDEMIOLOGICAL STUDIES’ 

In the agency’s Adverse Event Reporting System (AERS) database, there were a total of 1 00 
reports involving paroxetine use by patients under age 17 that were possibly related to suicide, 
and of these, 16 were fatal. (These counts are for the entire duration of paroxetine’s marketing, 
but are unconected for duplicate reports./ It was decided not pursue further analysis of 
spontaneous reporting data; in situations where the event of interest is associated with the disease 
under treatment even in the absence of drug exposure, spontaneous reports are not likely to be 
informative. 

We consulted with Dr. Wayne Ray, a CERTS Principal Investigator at Vanderbilt University 
Medical Center in Nashville TN, regarding the feasibility of studying this issue with the 
Tennessee Medicaid claims database. He did not believe jcuch a study would be feasible because 
of the difficulty in ascertaining suicide attempts in such a database; ^ere is apparently little 
uniformity in the diagnostic codes that may indicate a suicide atiempt. While ascertainment of 


^ Grateful acknowlcdgmew is made to Drs. David Graham. Cymhia Komegay and Parivash Noutjah of 
01>S for ihcir help with this seciion. 

' AERS data provided by Carol Pamcr, R.Ph.. ODS 
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completed suicides is much more reliable, adolescent suicides are sufficiently rare that it would 
be very difficult to accrue a meaningful number of cases. We also investigated the feasibility of 
approaching this issue using two databases maintained the Centers for Disease Control 
(CDC).*^ The National Hospital Ambulatory Medical Care Survey (NHAMCS) collects data on 
ambulatory patients and emergency rocm patients from a sample of general hospitals. The 
National Electronic Injury Surveillance System (NEISS), jointly operated by the CDC and die 
Consumer Product Safety Commission, obtains data from s sample of 100 hospital emergency 
departments. Although both NHAMCS and NEISS capture suicide anempts, neither one reliably 
records the medications used by the patient at tl^ time of the emergency department visit; thus, 
neither would be suitable for studying an association of paroxetine treatment svith adolescent 
suicide attempts. It is possible that the U.K. General Practice Research Database (GPRD) might 
be employed to study this question, but FDA at the moment has no formal mechanisms for 
collaborating with the GPRJD, On balance, them is no source of epidemiological data that would 
be readily available to FDA to study the association of p^oxetinc treatment with adolescent 
suicide attempts. 

OVERVIEW AND META-ANALYSIS OF DATA ON SUICIDALITY FROM OTHER 
PEDIATRIC DEVELOPMENT PROGRAMS 

In order to examine whether this apparent increase in suicidal behaviors with pediatric use of 
paroxetine is unique to paroxetine or may occur with other drugs as well, the pediatric 
development programs for seven other antidepressant and anti-OCD drugs were reviewed. Acute 
treatment trials ranging irom 8-16 weeks in duration were selected for analysis. A brief summary 
of the clinical trial programs for these drugs, and the available data on self-injurious bchaviom 
follows. The sources for these data were the designated NDA submissions and their 
corresponding clinical reviev,^. 

Serlralint (NDA 19-8i9) 

The supplement for pediatric OCD indication (S-017) was submitted 12-19-96 and included a 
sij5gle randomiaed, double blind trial, study 498. In this trial, one placebo patient experienced 
suicidal ideation. The pediatric exclusivity supplement (S-044, submitted 12-14-01) included two 
identical randomized, placebo corttrolled depression studies, protocols 1001 and 1017. The two 
studies were considered as a single trial for safety analyses. From the table of adverse events 
(Table 6.2.1 of the combined study report) there were 5 suicidal events with sertraline and 2 with 
placebo; these events were all considered serious adverse events, and were described in the 
section of the study report dealing with serious adverse events. 

Fluvoxamine (NDA 20'243, supplement 06, submitted I2'2J-95) 

There was a single randomized, controlled trial supporting the pediatric OCD indication, study 
114; one fiuvoxamine treated patient in the trial experienced suicidal ideation. 

Fluoxetine (NDA 18-936, supplement 63, submitted 9-J4-O0) 

This supplement included two randomized, placebo controlled pediatric depression trials (studies 
HCJE and X065), and one randomized, placebo controlled OCD trial, study HCJW. The 
sponsor's Integrated Summary of Safety included a special analysis of suicide attempts. For this, 
the sponsor conducted a search of the clinical trial database both by examination of serious 
adverse events and adverse dropouts, and by electronic search for key words in the adverse event 
verbatim descriptions that suggested suicidal behavior. Final determination of whether the event 
was a suicide attempt was made by, a child psychiatrist blind to treatment assignment. This search 
showed a total of 3 suicide attempts among fluoxetine patients and 1 in a placebo patient. In the 
analysis that follows, I used the sponsor’s counts of 3 suicide attempts with fluoxetine and 1 with 
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placebo. I note thal there were 3 additional adverse events (one with fluoxetine and two with 
placebo) coded as “intentional injury" but these were apparently not judged to be suicidal. The 
sponsor did not perforro a corresponding search for instances of suicidal Ideation without self- 
injury, but I found no adverse events coded under the term suicidal ideation. (An additional 
clinical trial in adolescents with depressiem, study HCC3, was prematurely stopped and therefor 
was not included in the sponsor’s Integrated Summary of Safety database. Although this trial was 
stopped after only 40 patients were enrolled, there were 2 suicidal events each for drug and 
placebo, a comparatively high frequency. I have omitted this trial from the meta-analysis.) 

Venlafaxine (NDA 20'} 5}. suppiement 024, suhmUfed 9'25-02) 

This pediatric exclusivity supplement included two placebo-controlled depression trials, studies 
382 and 394, as well as two placebo controlled generalized anxiety disorder (GAD) trials, studies 
396 and 397. The sponsor included in the Integrated Summary of Safety a description of events 
that were considered suicide attempts or suicidal ideation, and I relied upon these descriptions as 
the source of information regarding the adverse events of interest. The sponsor did not describe 
how these events were identified from the safety database, however. There were a total of 1 1 
events for venlafaxine and 3 for placebo. 

Nefazodone (NDA 20'JS2 supplemeni 032, submitted 4-16-02} 

This pediatric exclusivity supplement included rwo randomized, placebo controlled depression 
trials, studies 14] and 187. In study 187 there was one adverse event of suicide attempt and one 
adverse event of overdose; from the line listing of adverse events these events were reported 
simultaneously in the same nefazodone-treaied patient, and so were taken to represent a single 
event (suicide attempt). 

Mirtazapine (NDA 20-415 supplement Oil. submitted 05-01-01) 

The pediatric exclusivity supplemeni for mirtazapine included two identical placebo-controlled 
studies, and for the safety analysis the data Jrom these trials was combined. No adverse events in 
these trials were coded as suicide anempis or suicidal ideation, but from titc narrative description 
of serious adverse events, there was one suicide attempt and one event of suicidal ideation among 
patients treated with mirtazapine. 

Faroxetine-. For consistency, I have omitted the data from study 453, the relapse prevention trial 
in OC0. As noted above, this study contributed no events. 

Citahpram (NDA 20'S22 suppiement 016, submitted 4'lS-02} 

There were two pediatric randomized, double blind, placebo controlled trials in patients with 
MDD, studies CIT MD 1 8 and 94404. In study CIT MD 1 8 there were two adverse events coded 
as suicidal tendency; one citalopram oeaied patient (193/22) cut himself, and one placebo patient 
(S19/13) dropped out for suicidal ideation. In the non-U.S. study 94404 there were 19 adverse 
events coded as suicide attempts; however, the study report noted that some of these were 
actually suicidal ideation rather than self-ixyury. 1 reviewed the line listing for adverse events 
(Appendix 11.6) and from the verbatim descriptions classified 13 of the 19 events as actual self- 
ijyury (1 1 occurred with citalopram treatment and 2 with placebo treatment). Two of the 
citalopram treated patients had events after the end of double blind treatment (but within 30 days 
of discontinuing). In the study report fox study 94404 the sponsor noted that there was no 
difference between citalopram and placebo widj respect to the items assessing suicidality on the 
depression rating scales (KJddie-SADS-P and MADRS). The sponsor also noted lliat 
approximately 30% of the subjects in the study had a history of a suicide attempt, and 14% of the 
subjects weje inpatients at the time of enrollment. However, it was not slated what proportion of 
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the subjects who had self-injurious behaviors durii^ the study were among those with a history of 
suicide attempt, or were inpatients. 

Methods for meta-analysis 

From the avsilabje information as suicidal adverse events in these trials, events were categorized 
as either suicidal ideation or self-injurious behavior. Forpuiposes of consistency with GSK's 
analysis fox paroxetine, instances of suicidal ideation and oven self-injury were combined in the 
category “possibly suicide-reiated events ” and instances of actual self-injury were designated as 
“suicide attempts.” Thus, the category of “suicide attempts" is a subset of the broader category 
“possibly suicide-related events.” Relative rislcs were calculated using crude totals and also’ using 
a Mantei-Haenszel calculaUon strstified by study. Comparisons between drugs were made by 
subgrouping MDD study data for individual drugs. 

Results 

There were a total of 20 acute treatment placebo-controlled trials with these 8 drugs. In these 
trials, there were 40 suicide attempts (defined as any self-injurious behavior) among 22 1 3 drug- 
treated subjects, and 13 suicide attempts among 1901 placebo-treated subjects. The table below 
displays counts of events by individual drug and trial, for 8 different pediatric development 
programs. 


Table 7. Suicidal adverse events In short-term, randomized, double blind, placebo 
cootrolied trials from eight pediatric antidepressant developroent programs 
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The overall relative risks for all suicidal e^^nts and self Injury were calculated in two ways, from 
a simple total (crude relative risk) and from s stratified analysis with each study as a stratum. The 
results are shown below. 


Table 8. Overall relative risk for suicidal events, pediatric aptidepressant trials 


Evwit 

Crude relative risk (95% 
confidence interval) 

Mantel-Haenszel weighted relative 

risk (95% confidence interval) 

Possibly suicide-related events 

2.7] (1.64-4.46) 
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These results indicate an association of both types of events with active drug treatment relative to 
ireaUnent with placebo. Note \hat the stratified calculatitMi docs not differ Really from the crude 
relative risk calculation. 

Next, the data were subgrouped according to indication. Table 9 summarizes the data by 
indication, pooling across drugs. 


Table 9. Saicidal adverse events by Indication 


Indication 
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The weighted relative risks for these events in MDD trials and trials in other indications are 
shown below in Table 10. 


Table 10. Relative risks for suicidal events in pediatric tr1als> by in dicarioa 


{ MDD trials 1 

Event 

Mantel-Haenszel weighted relative 
risk (95% confidence interval) 

Possibly suicide-related events ^ 
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The relative risks for possibly suicide^related events and suicide attempts in trials for indications 
other than MDD axe also greater than one, but have wide confidence intervals compared to the 
values for MDD trials because these events were less frequent in non-.MDD studies. 

To assess the impact of the location of the trial (i.e.. North America versus outside North 
America), the MDD studies were classified according to whether they were conducted entirely in 
the U.S. and Canada or they included overseas sites. Two MDD trials were conducted entirely 
outside the U.S. paroxetine study 377 and citaJopram study 94404), and the sertraline MDO 
protecol IWll/lOl? included a mixture of U.S. and noD'U.S. sites. Excluding these three 
protocols from the analysis yielded the following results (Table 1 1). As shown, the association is 
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Stronger in the North American triak, but is still somewhat evident in the smaller group of trials 
with non*Nonh American sites. 


Table 13. Relative risks in MDD trials by locatioa 


U.SVCwadian MDD triejs 

Event 

PraSHIliiii 

Possibly suicide-related events 


Suicide attemois 


MDD trials mcludine non-Noith American sites 

Possibly suicide-related events 


Suicide attempts 



From Table 9 it can be seen that both the majority of patients and Oie majority of events arc from 
studies of MDD. Also, every development program except that for fiuvoxamine included at least 
two trials in MDD- Accordingly, in order to explore the question of whether these drugs differ in 
respect to the association with suicidality, comparisons between drugs were made within MDD 
trial data. For these comparisons, data was totaled across all MDD trials for each drug; i.e., a 
weighting procedure by study was not employed. The difference in Oie percentage of patients 
experiencing events between drug and placebo was calcuJarcd, along with 95% confidence 
intervals for the drug-placebo difference. This allowed calculations for drugs with zero events in 
the placebo group, which would have prevented expressing the data as a relative risk. The 
calculations were performed with State 7.0 software. 

Figure 2 displays the results for possibly suicide-related events. A value of zero in this analysis 
represents equivalent risk, less than zero a protective effect of the drug, and greater than zero a 
risk associated with drug treatmer^t. Although the degree of separation between drug and placebo 
varies, the numerical values for all drugs exceed zero, and for no drug arc the date consistent with 
a protective effect. The drug-placebo difference for tire pooled data (not weighted by study) is 
statistically robust {p-value « 0.0005). 


Figure 2. Placebo-subtracted percentage of 
patients with possibly suicide-related events 
In pediatric MDD trials, with 95% CU 
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Figure 3 displays a similar analysis for suicide attempts. 


Figure 3. Placebo>subtracted percentage of 
patients with suicide attempts, pediatric MDD 
trials, with 9S% Cls 



The events were less frequent than for the broader category of suicidality shown above, and hence 
the confidence intervals are wider. There is also more variability across drugs in the magnitude of 
the differences between drug and placebo. Id this case, ciialopram stands out with the largest 
difference between drug and placebo. This leftccts the relatively large number of events in study 
9AAM, which, like study 329 for paroxetine, stands out as showing a large attributable risk (see 
table 7). As vdth study 329, there is no immediately obvious explanation for this, although it is 
true that study 94404 was unusual by virtue of including inpatients. Overall, the pooled data 
(unweighted by study) are consistent with an association between ective drug treatment and 
suicide attempts, and the difference is statistically robust (p-va)ue » 0.0024). 

DISCUSSION AND CONCLUSIONS 

The pediatric clinical trial data for paroxetine indicate an association between paroxetine 
treatment and suicidality (i.e., suicidal ideation and suicide attempts) during acute treatment. A 
preliminary mcta-analysis of data from pediatric development programs for other antidepressant 
drttgs suggests that this association may be a class effect and not confined to paroxetine. 
Furthermore, the magnitude of the association is non-trivial (i.e,, relative risk greater than 2). 

What is not known is whether there is a constant haaard; i.e., whether the elevated risk persists as 
long as pediatric patients are taking the drug, or whether it is limited to the early stages of 
treatment. Conceivably there might even be a protective eflcci of the drug with long-term use, as 
some authors have suggested (see above). Accordingly, it might be worthwhile to examine data 
on suicidal adverse events from long tenn pediatric studies with these drugs, if such data are 
available. Typically, however, longer-term studies have been open label (with the exception of a 
few relapse-prevention studies), and so there would be the problem of finding an appropriate 
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comparison group. In these pediatric suppkmenis, there were only 2 long term controlled trials, 
study 453 with paroxetine, and study HCJE’s rel^e j^evention segment w-ith fluoxetine. 

This meta-analysis should be regarded as j^eliminwy because of several limitations. Although the 
intent was to be consistent with the methods employed by GSK in their analysis of the paroxetine 
data, nonetheless, different sponsors employed differem methods of ascertainment and 
classification of suicidal adverse events in fee various clinical trials. Also, fee influence of dosage 
was not considered in this analysis; however, the flexible-dose design of the majority of these 
pediatric clinical trials (i.e., subjects were not ranttomized to their dosages) would tend to make 
data on dose at fee time of fee event relatively uninfonnative. Additionally, although fee data 
used were limited to sbon-term trials, duration of treatment at the time of event was not analyzed. 
Also, this analysis did not attempt to address the influence of drug withdrawal for fee other 
compounds. 

On 7-22-03 DNDP sent requests for data on suicidali^ in pediatric trials to the sponsors of fee 
relevant antidepressant drugs; feeir responses should provide data on these adverse events that Is 
generated wife consistent definitions and search strategies, and will include exposure data in units 
of person-time. These data will make a more definitive meta-analysis possible. It should also be 
more feasible to assess the influence of factors such as duration of treatment, dosage, and 
medication withdrawal from fee data that will be supplied in these responses. However, if the 
preliminary findings are substantiated, this will have broad implications for the pharmacological 
management of pediatric depressive disorden. 


Andrew 0. Mosholder, M.D. M.P.H. 
Epidemiologist 


Mary Willy. Ph.D. 
Team Leader 
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Rappaport, Bob A; Shames, Daniel A; Simcm, Lee; Sn«h, Nawy D (CI^R); Sorett^, lanice M; Talarioj, Ulia; Throckmorton, 
Douglas C; Tronteil, Mne E; West, Robert L 
Subject: Regulatory Briefing • Paxil SPECIAL 

When: Tuesday, September 16, 2003 2;00 PM-4:00 PM {GMT*05:00) Eastern Time (US & Canada). 

Where: CDER OCD LAPTOP; CDER EOS PROXIMA; CDER WOQ 6a*G Conf Room 

NDA 20-031 /S-073 
Paxil (paroxelineHCI) Tablets 

This supplement provides for confa'olled clinical studies in dtildren and adolescents with major depressive disorder (MDD) 
and obsessive compulsive disorder (OCD). The controlled shidi^ in the pediatric populaUon with MDD demonstrated that 
pediatric patients who received Paxil had a higher incidence erf suicadal ideation/attempts. This supplement received an 
approvable action on October 10, 2002. GlaxoSmithKline has not submitted a complete response to this action letter. 


Andy 

> — Original Message — 

> From: David, Paul A 

>5ent; Wednesday, August 27, 2003 10.00 AM 

> To; Mosholder, Andrew D 

> Subject: RE; JAMA article on Zoloft in pediatric depression 

> 

> Thanks for the reprints Andy. It made for some interesting 

> reading. I forwarded them to the peds suicide team as well 

> as the psych reviewers. 

> 

> I've been working with Jennifer Mercier on the Regulatory 

> Briefing, and she is going to get back to me in a few days 

> with the date. I believe that you are Tarek will be presenting. 

> 

> We're also starting to get responses from our pediatric 

> suicide data request letters, and I believe that Judy is 

> going to talk to you about looking at the data. I’m 

> receiving lots of desk copies so it should not be a problem 

> to forward the submissions to you. 

> 

> -Paul 

> 

> — -Origiral Message — 

> From: Mosholder, Andrew D 

>Scnt: Wednesday, August 27, 2003 9:30 AM 

> To: David, Pai.rt A 

> Subject: JAMA artide on Zoloft In pediatric depression 

> Hi Paul, 

> I downloaded the JAMA articles referred to in today's Daily 

> Clips. Please share with anyone else over their who's interested. 

> As you recall, we turned down this supplement because each 

> trial by itself failed. This article combines the two Wals 

> to show a statistically significant effect. I don't see 

> where they've said Uiat the individual trials failed and they 

> had to pool them to have a result. Instead, the authors tout 

> the combined analysis for having a large sample size...talk 

> about spin! 

> Andy 

> 

> « File; Varley editorial JAMA.pdf » « File; Wagner el al 

> JAMA.pdf » 
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Mosholder, Andrew D 


Katz, Russell G 

Wednesday, September 17, 2(K)3 8:34 AM 

Moshoider, Andrew D 1 3i D 1 U 

yesterday's reg briefing 


Andy- 


From: 

Sent: 

To: 

Subject: 


I had to run out of the meeting yesterday to go to my next meeting, but I just wanted to thank you for a superb presentation 
(not to mention all the work that went into it). I believe everyone was duly impressed, as they should have been. What the 
next step is, I don't know yet, but we’ll probably get together soon to figure it out. I believe the charge from the group was 
to "get to the bottom of this", so I guess that's what we'll do. 

Anyway, we'll be in touch, but thanks again for ail the work and the presentation-it was great. 

Rusty 
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Mosholder, Andrew D 


From: Wiliy, Mary E 

Sent: Friday, October 03, 2003 7:42 

To: Avigan, Mark I; Moshc^der, Andrew D 

Subject: FW; October Pediatric Adviswy Subcommittee discussion 


Tab 11 


FYI 


Mary Willy, PhD 
Office of Drug Safety 
( 301 ) 827-3175 


— Original Message — 

From: Katz, Russeil G 

Sent: Thursday, October 02, 2003 4: 18 PM 

To: Willy, Mary E 

Cc: Laughien, Thomas P; Racoosin, Judith A 

Subject: RE: October Pediatric Advisory Subcommittee discussion 

Mary- 

t thought we had already dedded that presenting the data in October is inadvisable. We recognize that some folks outside 
the division have conduded that there is enough of a signal already established to make some sort of a meaningful 
statement about the data, but we haven't, and we think that pubiically presenting part of the data in its current state has the 
great potential to be misleading and uninformative. I rea^nize that people want to inform the Committee, but we think it's 
not a good idea at Uiis time. A simple statement that we're working on it (I recognize that many find this unsatisfying), or 
some slightly expanded version of this, would be best, from our point of view. 

Let me know what you think. 

Thanks, 

Rusty 

•— -Original Message — 

From: Willy, Mary E 

Sent Thursday, October 02, 2003 2:48 PM 

To: Ka&, Russell G; Racoosin, Judith A; Laughren, Thomas P; Andreason, Paul J; Murphy, Dianne; Murphy, Shtriey; Cummins, Susan; 

lyasu, Solomon; Trontetl, Anne E; Avigan, Mark 1; Seiigman, Paul 
Cc: Mosholder, Andrew 0; Willy, Mary E; Pamer, Carol 

Subject: October Pediatric Advisory Subcommittee discussion 


Andy and 1 had a follow-up discussion this morning about the October Pediatric Advisory Subcommittee. Since we are 
obligated to discuss paroxetine, we wonder if it there might be some benefit to providing the committee members with an 
update of the paroxetine/ suicldiality issue (first half of Andy's analysis in his Sept 5. 03 consult that addresses paroxetine). 
Andy (or someone else) could give a brief review of the analysis (with appropriate caveats) and a description of the plan for 
further analysis. This would provide the committee members an update and also let them know in some detail what 
remains to be done. Let us know if you think this is desirable and if you would like us to prepare a short summary slide 
presentation. 


Mary Willy, PhD 
Office of Drug Safety 
( 301 ) 827-3175 
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Mosholder, Andrew D 


From: Mosholder, Andrew D 

Sent: Tuesday, October 28, 2003 12:06 PM 

To: Willy. Mary E 

Subject: Meeting on Pediatric Suicide Patient Narratives 


Tab 12 


Hi Mary. Here's the report on this meeting. 

Tom has identified a group at Columbia University, led by Kelly Posner and Larry Greenhili, that has done studies of suicidal 
behavior, and has an algorithm for classifying cases according to the following categories. 

1 . Actual attempt 

2. interrupted attempt (e.g., the patient was discovered t)nng a noose) 

3. Hospitalization for suicidal ideation 

4. Emergency department visit for suicidal ideation 

This group is apparently willing to review all 130+ cases for the agency at no charge. This is probably by far the most 
expedient way to get tiie cases reviewed by the Feb meeting, and so Neuropharm is going to pursue this. 

The Columbia group excludes non-suicidal self injury, even If deliberate, but that could be another category. We would 
probably collapse categories 3 and 4. 

i believe I argued successfully for not discounting cases of non-sulckjai deliberate self-injury altogether, so that those cases 
can be preserved for a separate analysis. I also did my best to point out that the new analysis has to be viewed in the 
context of our previous analyses, and that these are ail simply different ways of looking at the same dataset. I also pointed 
out that the more categories we have, the fewer events in each category, and thus the less statistical power. 

For the purpose of this exercise, we are going to ask all the sponsors to send narratives for the cases they excluded (some 
have done this already, which is why the number of narratives is higher than the number of suicide-related events). 

Neuropharm is optimistic that the covariate analysis can be completed by Feb 2. 

-Andy 


> .....Original /^pointment — 

> From: David, Paul A 

> Sent: Friday, October 24, 2003 7:05 AM 

> To: David, Paul A; Laughren, Thomas P; Pacoosirt, Judith A; 

> Mosholder, Andrew D; Chiao, Evelyn 

> Cc: Stasko, Robert; Dubitsky, Gregory M 

> Subject: Pediatric Sutdde Patient Narratives 

> When: Tuesday, October 28, 2003 10:30 AM-li:3Q AM (GMT-05:00) 

> Eastern Time (US & Canada). 

> Where: CDER WOa 4FL-E Conf Room 

> 

> Follow-up meeting to our 10-21-03 meeting 

> 

> Internal meeting to discuss the following: 

> 1 ) logistics of e:dracting the narratives from the 

> submissions responding to our first pediatric suicide data 

> request letter 

> 2) redacting the narratives 

> 3) setting up a definitjon(s) of pediatric suicidality 

> 4) selection of participant to review blinded narratives 
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RE Ffl Drugs for depressed children banned in the u.K. .txt 
From: Murphy, Dianne 

sent: Wednesday, December 10, 2003 7:17 pm 

to: 3enkins, 3ohn K; Galson, Steven; woodcock, Janet; Henderson, Deborah 
j; Kweder, Sandra l; Oliva, Armando; Hess, Maureen; Lemley, Lee; Martin, 
Terry; crescenzi , Terrie l; Goldkind, Sara; lyasu, Solomon 
Cc: Temple, Robert; Katz, Russell G; Axelrad, lane a; Murphy, Shirley; 
Roberts, Rosemary 

subject: RE: FYi; Drugs for depressed children banned in the U.K. 


jonn. 

Did not mean to imply that, was simply providing as background for the very 
discussion you are suggesting, as the companies did know about the October meeting, 
we are very cognizant of needing to inform companies when we are reporting on their 
AE’s to the AC. 1 will have to check, but gsk may have been notified of our intent 
to discuss Paxil's ae's at the October meeting and then we removed it from the fr 
and discussion, cannot recall for certain the sequence of events and think we should 
find out what we have done already. l agree that does not negate the need to inform 
re the February meeting, mi trying to put the picture in context of previous 
activities for those who were not previously involved. 

Di anne 

original Message 

From: Jenkins, John K 

Sent: Wednesday, December 10, 2003 6:28 PM 

To: Murphy, Dianne; Galson, Steven: woodcock, Janet; Henderson, Deborah J; Kweder, 
Sandra l; oliva^ Armando; Hess, Maureen; Lemley, Lee; Martin, Terry; crescenzi, 
Terrie l; Goldkmd, Sara; lyasu, Solomon 

cc: Temple, Robert; Katz, Russell G; Axelrad, Jane A; Murphy, Shirley; Roberts, 
Rosemary 

Subject: RE: fyi: Drugs for depressed children banned in the u.K. 


Tab 13 


Dianne 

Not sure I understand your point. The issues I am raising relate to ensuring that 
we follow proper procedures with regard to presentation or data from unapproved 
supplements in a public meeting so that we do not violate our disclosure rules and 
also to ensure that sponsors are provided a reasonable opportunity to present their 
views on the data at the meeting. I am not suggesting we not have the meeting. 

John 


-——original Message 

From; Murphy, Dianne 

Sent: Wednesday, December 10, 2003 2:56 pm 

To: Jenkins, John K; Galson, Steven; woodcock, Janet; Henderson, Deborah J; Kweder, 
Sandra l; Oliva, Armando; Hess, Maureen; Lemley, Lee; Martin, Terry; crescenzi, 
Terrie L: Goldkmd, Sara; lyasu, Solomon 

cc; Temple, Robert; Katz, Russell G; Axelrad, Jane A; Murphy, Shirley; Roberts, 
Rosemary 

Subject: RE: FYI: Drugs for depressed children banned in the u.K. 


1 see we are having a meeting tomorrow about this issue. 

Pasted below is the information fr<»n the transcripts of the last Pediatric 
Advisory Subcommittee in October, where we were suppose to report on Paxil and did 
not. It states that we are not reviewing a certain product, even though it was 
mandated we were to do so, because of Issues that need further assessment. I then 
quote the October 2003 Talk Pager stating FOA is issuing a Public Health Advisory 
concerning reports of suicidality in pediatric patients being treated with 
antidepressant medications for major depressive disorder. The Talk Paper 
specifically mentions Paxil and also includes it in the list of 8 drugs that are 
named in the Talk Paper and the Health Advisory. The committee is told that FDA is 
deferring review of any of the products in this class until the February 2nd AC. 

Page 1 



171 


RE FYl Drugs for depressed children banned in the u.K. .txt 
This is being provided as some of the background activity that has already occurred 
relevant to this issue. 

Transcript copy: . , ^ . 

Before we move into the presentation by Dr. lyasu and the division on the product 
safety update on the products that have been granted exclusivity, I needed to tell 
the ccMOTittee that there is a product that was to be — its due date was for this 
meeting. Let's put it that way. And to bring your attention to an FDA talk paper 
that was released this week in case you did not see that. The talk paper is that 
FDA issues public health advisory reports of suicidality in pediatric patients being 
treated with antidepressant medications for major depressive disorder. l wanted you 
to know that FDA — I'm going to read from this just so you'll know why we're moving 
some of these products to the next meeting that will occur in February. 

FDA has completed a preliminary review of reports for eight 
antidepressant drugs -- I'm not going to list them all -- all studied under the 
pediatric exclusivity provisions of fdama. we note to date that the data do not 
clearly establish an association between the use of these drugs and increased 
suicidal thoughts or actions by pediatric patients. Nevertheless, it is not 
possible at this point to rule out an increased risk of these adverse events for any 
of these drugs, including Paxil, which was the subject of an FDA talk paper on 3une 
19th, 2003. 

Because of this issue, we are deferring review of any of the 
products in this class until February, of vdiich i hope many of you have already been 
notified about the date of February 2nd, those of you on the Pediatric Advisory 
Subcommittee, in order to promote a public discussion of the data and pertinent 
regulatory actions, FDA has scheduled a meeting on February 2nd, 2004 before the 
Psychopharmacologic Drugs Advisory ccHnmittee and the Pediatric Subconmii ttee of the 
Anti -Infective Drug Advisory coiwnittee. So that is information to you why we may 
not be presenting products in this area that may have — indicate that we should be 
discussing them because we will be delaying that until February. 

That is all the housekeeping that I needed to do. Thank you very 

much. 


original Message 

From: lenkins, lohn K 

sent: Wednesday, December 10, 2003 8:03 am 

To: Galson, Steven; woodcock, lanet; Henderson. Deborah 1; Kweder, Sandra L; Oliva, 
Armando; Hess, Maureen; Lemley, Lee; Martin, Terry 

cc: Temple, Robert; Katz, Russell G; Axelrad, lane a; Murphy, Dianne; Murphy, 
Shirley: Roberts, Rosemary; Jenkins, John k 

Subject: FW: FYl: Drugs for depressed children banned in the u.K. 

Importance: High 


Steven and others 

See the attached. The UK is apparently banning the use of all SSRis other than 
Prozac in patients under the age of 18. Tliis is a significant extension of their 

prior ban on Paxil and Efexor. I'm sure this will get press attention here in the 

US. we should alert the press office and do any necessary alerts. I think that 
Russ Katz should be our spokesperson on this issue. As you know, we are planning an 
AC meeting on this issue in early February, some issues came up yesterday about the 
planning for the meeting with regard to our plans to present the clinical trial data 
for the unapproved supplements. I spoke with Jane and Russ about these issues and I 

will arrange for a meeting/tel econ for tomorrow to sort these out. Basically, the 

issues revolve around our plans to present unblinded Paxil clinical trial data and 
to what degree GSK has been offered the opportunity to submit a briefing package and 
to make a presentation at the meeting (also the issue of whether we need their 
approval to present their data in public on this safety issue). The other issue 
relates to our plan to present the data fr<Mi the other drugs in a blinded fashion 
and what our obligations are under the law with regard to protecting confidential 
information from disclosure and what role the sponsors of these drugs should be 
offered in the meeting. 
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— -Original Message ; Tab 14 

From: Mosholder, Andrew D 

Sent: Wednesday, December 17, 2003 3:50 PM 

To: Avigan, Marie 1 

Cc: Willy, Mary E; Trontell, Anne E 

Subject: Consult: Suicidal events in pediatric clinical trials of anUdepressants (follow-up to September consult) 



consult 

12-17-03.doc 


Hello Mark, 

This is ready for your sign-off. It’s a follow-up to the previous consult on this topic. 

Mary, 1 added one sentence about how Lilly did not follow-up patients after the fluoxetine 
clinical trials, as per our discussion; otherwise it’s the same document that you OK’d. 
Anne, fyi, this is the consult Mary and I were referring to today. 


Thanks all, 
Andy 
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MEMORANDUM DEPARTOENT OF HEALTH AND HUMAN 

SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND 
RESEARCH 


PID# 

DATE: 

FROM; 

THROUGH: 


TO: 


SUBJECT: 


D030341 


Andrew D. Mosholder, M.D., M.P.H., Epidemiologist 

Mark Avigan, M.D., Director 

Division of Drug Risk Evaluation, HFD-430 

Russell Katz, M.D., Director 

Division of Neuropharmacological Drug Products, HFD-120 

Suicidality in pediatric clinical trials with paroxetine and other 
antidepressant drugs: Follow-up to 9-4-03 consult 

Drugs: paroxetine, sertraline, venlafaxine, fluoxetine, fluvoxamine, 
citalopram, nefazodone, mirtazapine, and bupropion 


EXECUTIVE SUMMARY 

This consult is a follow-up to the previous consult on this topic, dated 9-5-03. As described in 
that consult, GlaxoSmithKline (GSK) performed an analysis of suicidal behaviors in their 
paroxetine pediatric clinical trial database, and found that there was a statistically significant 
increase in suicide-related adverse events for paroxetine-treated subjects compared to placebo. 
The method GSK used for their analysis involved an electronic search of the adverse event data 
for certain events that might have represented suicidal behaviors, followed by a blinded review of 
these events to select those that appeared to be probably related to suicide. In July 2003, the 
Division of Neuropharmacological Drug Products (DNDP) requested the sponsors of the other 
antidepressant drugs to replicate GSK’s analysis in their own pediatric clinical trial databases. 
This consult summarizes the results of these analyses for 22 short-term placebo-controlled trials 
involving 9 different antidepressant dmgs. 

These trials included a total of 4250 pediatric subjects, 2298 treated with active drug and 1 952 
treated with placebo. There were 108 patients with suicide-related events (74 on active drug and 
34 on placebo); 78 of these adverse events were serious (54 on active drug and 24 on placebo). 

Considering individual development programs separately, the data for venlafaxine and paroxetine 
showed a statistically significant increase in suicide-related events relative to placebo. 
Additionally, on one measure (the incidence rate difference for serious suicide-related events) the 
data for citalopram approached statistical significance (p- value = 0.063). The relative risks for 
suicide related events with two compounds, fluoxetine and mirtazapine, were below one, 
consistent with a protective effect. However, the mirtazapine relative risk estimate of 0.5 was 
based on a very small number of events and had very broad confidence intervals. The relative risk 
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of suicide-related events for fluoxetine was 0.9 (95% confidence limits 0.3-2.3). (For all the 
other drugs, the relative risk estimates were greater than one.) 

Overall, comparing active drug treatment to placebo, there was an association of suicide-related 
events (incidence rate difference 0.08/year, p-value = 0.002) and serious suicide-related events 
(incidence rate difference 0.06/year, p-value = 0.006) with active drug treatment. This association 
was observed principally in major depressive disorder (MDD) trials, where the relative risk was 
1 .80 (95% confidence limit 1 . 1 8—2.74) and the attributable risk (drug rale minus placebo rate) 
was 0.10 per patient-year of exposure to drug (p-value = 0.013). For serious suicide-related 
events in MDD trials, the relative risk was 1 .94 (95% confidence interval 1 . 1 8-3 . 1 8), and the 
attributable risk was 0.085 events per patient-year of exposure to drug (p-value = 0.0 1 5), 
equivalent to approximately 1 excess serious suicide-related event per 12 years of drug treatment. 
For non-MDD trials, the data also showed a higher rate of events with active drug treatment, but 
the attributable risk for serious events was much smaller than for MDD trials (0.01 /year), and the 
data were not statistically significant. 

There are a number of limitations to this analysis, the chief among them being that the clinical 
trial data are limited to short-term use of these drugs. Unfortunately, there are not comparable 
data available regarding safety and efficacy of long-term use of these drugs in pediatric patients. 

At the present time, a number of additional steps are under way to enhance the quality of the data 
for the assessment of this signal. These initiatives include arranging for a blinded review of the 
clinical trial cases by suicidology experts at Columbia University, requesting additional details on 
how each sponsor conducted their analysis, and obtaining electronic clinical trial datasets for each 
study to permit a more sophisticated statistical analysis. 

However, while these efforts will yield valuable information, particularly at the level of the data 
for individual trials and drugs, in my view it is unlikely that the new information will alter the 
basic finding of an association of suicide-related events and serious suicide-related events with 
active treatment. This is because of the strength of the observed association and the statistical 
robustness of the overall finding. Also, it seems less likely that misclassification or failure to 
identify relevant events would produce a false positive signal; rather, those types of errors tend to 
weaken a signal. Only systematic bias could be reasonably expected to yield a false positive 
signal of this magnitude, and that seems unlikely. 

Given this signal of an important risk, which is on the order of one serious suicide-related event 
per 1 1 years of active treatment for MDD, the fact that off-label use of this class of drugs in 
pediatric patients is extremely widespread, the probability that these additional analyses will take 
many months to complete, and the observation that the risk appears greatest for the off-label 
treatment of MDD, I recommend that the agency take active steps at the present time to warn 
patients and health care providers of the risk of off-label use of these compounds, and to 
minimize their off-label use for MDD. 

BACKGROUND 

This memorandum is in follow-up to our consult to DNDP dated 9-5-03. On May 22 of this year, 
GlaxoSmithKline submitted an analysis of adverse events related to suicidal behaviors in 
pediatric trials of paroxetine (Paxil, NDA 20-031). The sponsor performed this analysis by 
conducting an automated, electronic search of the safety database from their pediatric trials for 
adverse event terms that would suggest suicidal behaviors. This analysis showed a statistically 
significant increase in such behaviors with paroxetine treatment, compared to placebo. The 
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consult of 9-4-03 reviewed these data, and also provided a preliminary analysis of data from 
seven other pediatric development programs for other antidepressant drugs. Overall, there was a 
statistically significant increase in suicidal adverse events for active drug treatment compared to 
placebo, similar to the findings from the paroxetine trials. These findings were discussed at a 
ODER Regulatory Briefing held on 9-16-03. 

However, this preliminary review of pediatric trials with the other antidepressant drugs was 
limited to a manual search of the reports submitted to FDA. In order to provide a meaningful 
comparison to the paroxetine findings, the Division of Neuropharmacological Dmg Products 
requested the sponsors of eight other drugs (sertraline, venlafaxine, fluoxetine, fluvoxamine, 
citalopram, nefazodone, mirtazapine, and bupropion) to conduct a search of their databases 
similar to the analysis performed by GlaxoSmithKline. All of the 8 sponsors responded to this 
request within the next few months. The purpose of this memorandum is to summarize the 
findings reported in those submissions. 

With respect to pediatric indications for the antidepressant dmgs, clomipramine, fluvoxamine, 
sertraline and fluoxetine are approved for pediatric obsessive compulsive disorder. 

(Clomipramine is an older tricyclic compound that was not part of this analysis.) For pediatric 
major depressive disorder, the only drug approved is fluoxetine. Appendix table 5 presents a 
summary of the efficacy results fr-om placebo-controlled trials with the aforementioned drugs, 
along with the regulatory status of the drugs for pediatric use. 

METHODS 

The sponsors of the aforementioned 8 drugs all received identical information request letters from 
DNDP dated 7-22-03. The letters asked for the following analyses for all randomized, placebo- 
controlled trial involving pediatric subjects (the indented text below is reproduced from the 
letters): 


The idenufication of the following events should be done blinded to treatment to avoid bias. All adverse 
events occurring within 30 days of the last dose of drug should be included in the search. 

“Suicide-related events’’ should be identified using the following algorithm: 

• Any events coded to preferred terms that include the text strings “suic” or “overdos” 

• Exclude “accidental overdose” cases 

• Regardless of the preferred term to which the verbatim term is mapped, all verbatim terms should be 
searched for the following text strings: “attempt”, “cut”, “gas”, “hang”, "hung”, “jump”, “mutilat-”, 
“overdos-”, “self damag-”, “self harm”, “self inflict”, "self injur-”, "shoot”, “slash”, “suic-” 

• Any terms identified by this search because the text string was a substring of an unrelated word 
should be excluded (few example, the text string “cut” might identify the word “acute”) 

• In additiem to the algorithm above, narratives of all serious adverse events (SAEs) should be reviewed 
(in a blinded fashion) to id^ttify any additional cases of suicidality or self- harm. In particular, SAEs 
related to mania and hostility should be examined closely for suicidality or self-harm. 

• Any death found to be due to suicide or overdose should be included (if not already identified by the 
previous search methods). 

We are also interested in an analysis of suicide attempts. "Suicide attempts" are a subset of the “suicide- 
related events” identified above; they should be identified using a blinded hands-on review of the records 
of ail patients identifiol by the above algorithm as having a "suicide-related event". For the purposes of 
this analysis, any case in which the patient exhibited self-injurious behavior should be considered as a 
suicide attempt. Any case in which the patient’s suicidal ideation did not lead to self-injurious behavior 
should be excluded from this subset. 


Separate analyses should be performed for the group of “suicide-related” events and the group of “suicide 
attempts”. Both the risk (# of events/# of patients) and the rate (# of events/person-time exposure ) should 
be presented by treatment group. All treatment groups should be presented, including active controls. If 
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a study has a blinded extension phase, events identified while the j»tienl is in that extension phase should 
be excluded. 

In addition to presenting the overall risks and rates across all indications and within each indication, the 
following stratified Mialyses should be performed: 

• Child (<12) vs. Adolescent {>= 12). 

• On-therapy vs. On-tberapy + 30 days. 

• Within each indication, data from each trial should be presented separately. 

Also requested were detailed clinical data alxtut the patients identified as having suicidal events, 
in the form of narrative summaries and tabulations. 

The analyses submitted by each sponsor are siutunarized herein. A brief description of the 
relevant pediatric clinical trials is presented for each drug. Also, Appendix table 3 lists each 
pediatric subject having a suicide-related event. 

Although I reviewed all the narrative summaries of the identified adverse events, I have not 
reclassified any events myself; the sponsors maintained the blind on treatment when they 
categorized these events, and this is obviously not possible for me. Instead, I have simply noted 
the few cases where in my opinion a different classification of the event might reasonably have 
been made. For a few patients who experienced more than one event of interest, I have chosen to 
count each patient only once in the analysis, at the time of their first event; their subsequent 
events are described under “Comments” in appendix table 3. Also described under “Comments” 
are any other adverse events that were prominently associated with the suicidal events. For a few 
of the clinical development programs, there were a sufficient number of cases to warrant a 
discussion of possible contributing clinical factors such as dose and duration of treatment, and 1 
have included those details where appropriate. 

Also included is a summary analysis of the clinical trial data, both overall and by drug and 
indication, with statistical testing. This analysis examines the question of the association of these 
events with active drug treatment in two ways: by calculation of the attributable risk (more 
precisely, the incidence rale difference between drag and placebo), as well as the relative risk 
O.e., incidence rate ratios for drug:placebo). All statistical calculations were performed with Stata 
version 7.0 software. (Grateful acknowledgement is made to Dr. Yi Tsong of OPSS for his 
comments on the statistical methods.) 

RESULTS 

Including the previously reviewed data on paroxetine, this analysis comprised a total of 22 
randomized, placebo-controlled trials with 9 different antidepressant drags in the pediatric 
population. A total of 2298 pediatric subjects were exposed to active drag, for a total of 406.9 
patient-years; for placebo, there were 1 952 subjects exposed for a total of 347.6 patient-years. 
(One trial. Study 329 for paroxetine, included an imipramine arm as an active control, but 1 have 
omitted those data from this analysis. Also, patient-years of exposure were not available for the 
single trial with bupropion.) 

The sponsors identified a total of 1 08 patients with suicide-related events in these trials, 74 on 
active drug and 34 on placebo. There were no completed suicides. All 83 patients with suicide- 
related events described in the previous consult were included among these 108 patients. Seventy- 
eight patients had events classified as serious (54 on drag and 24 on placebo), and 75 had events 
classified as “suicide attempts” under the method described above (with 49 suicide attempts on 
drug, and 26 on placebo). Appendix table 1 presents the complete data on the numbers of these 
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events from all 22 clinical trials, and Appendix table 2 presents the derived rates of these events 
for each trial. Appendix figures 1 -4 depict graphically the rates enumerated in Appendix table 2, 
for MDD and non-MDD studies. Note that the placebo rates of events vary considerably from 
trial to trial, even within the subgroup of MDD studies. With respect to the classification of 
events, discussion at the 9-1 6-03 CDER Regulatory Briefing and subsequently has raised 
questions about the appropriateness of the “suicide attempts” classification, since this category 
actually includes all types of deliberate self-injury. Accordingly, in the following 1 have chosen 
to emphasize the category of serious suicide-related events, rather than the category of suicide 
attempts, as being perhaps more clinically meaningful. The data for the category “suicide 
attempt” are included in Appendix tables 1 and 2 for completeness. 

Overview of each sponsor’s submission. 

Bupropion (Wellbutrin, NDA 18-644, GlaxoSmithKline, submission dated 8-22-03) 

There were no pediatric studies for the indications of major depressive disorder (MDD) or 
smoking cessation. There was one placebo-controlled pediatric study for the indication of 
attention deficit hyperactivity disorder (ADHD), as shown below. The requested electronic search 
of adverse event data revealed no suicide-related events in this study. 


Indication 

Protocol 

No. of 
sites 

Age range 
(yrs) 

Duration * 
(wks) 1 

1 N 1 

Bupropion 

Placebo 

ADHD 

75 

4 

6-12 

6 

7i 

36 


Thus, there are no available data on pediatric suicidality with bupropion in the relevant patient 
populations. 


Mirtazapine (Remeron, NDA 20-415, Organon, submission dated 8-21-03 and email dated 11-24- 
03) 

There was only one clinical protocol in the mirtazapine development program, described below; 
the sponsor conducted two identical studies under that protocol, which were combined for the 
analysis of safety information. 


Indication 

Protocol 

No. of ’ 
sites 

Age range < 

(yrs) 

Duration 

(wks) 

Dose 

(mg/day) 

1 N — ] 

Mirtazapine 

Placebo 

MDD 

003-045 

34 

i 

8 

15-45 

170 

88 


The electronic search of the adverse events terms in study 003-045 yielded a total of 1 3 adverse 
events; these were listed in Organon’s email submission dated 1 1-24-03. Of these 13 events, 10 
were obviously not related to suicidal behaviors and were excluded, leaving 3 cases for further 
review; one of these cases ocurred pre-randomization and so was not part of the analysis. 
Additionally, a subject who was hospitalized for suicidal ideation was identified from the review 
of all serious adverse events (subject 0404), yielding a total of 3 cases, summarized in Appendix 
table 3. Note, however, that Organon excluded one of these events from the analysis: subject 
0801 , a 9 year old boy receiving mirtazapine treated in the emergency room for an overdose on 4 
Depakote tablets. This was not considered a suicide attempt because the boy took the tablets “on 
a dare.” 

Fluoxetine (Prozac, NDA 18-936, Lilly) 
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N.B. The following summaiy is based primarily upon Lilly’s submission to Health Canada dated 
10-7-03, and not their submission to FDA dated 9-2-03, because Lilly discovered an additional 
fluoxetine-associated event while preparing their Canadian submission. For details, please refer to 
Lilly's correspondence dated 10-9-03. 

There were four clinical trials relevant to this analysis, three in MDD and one in obsessive- 
compulsive disorder (OCD). Study HCCJ, a pilot study in adolescent depression, was excluded 
from the sponsor’s Integrated Summary of Safety for the pediatric supplement, but is included in 
this analysis. 


Indication 

Study 

No. of 
sites 

Age range 
(yrs) 

Duration 

(wks) 

Dose 

(mg/day) 

N 

Fluoxetine 

Pbo 



22 

7-18 

13 


71 

■a 


ESBi 

mefm 

8-18 

19* 

20 

109 

■BS 

^ESSSilHi 

EEH 

1 

8-18 

8 


48 

m 

IISSSHi 

ESBB 

1 

12-17 

6 


21 

mm 


^includes subacute phase (weeks 10-19), during which poorly responding patients could receive a higher dose of 
double-blind study medication 

Lilly’s search for adverse events of interest yielded a total of 220 possibly relevant events. Of 
these, 1 76 were considered obviously unrelated to the issue of suicidality and were not reviewed 
further (a list of these adverse events was provided by email 11-1 7-03, and I concur with the 
sponsor that none of the events involve self-harm). The remaining cases are summarized in the 
sponsor’s table, reproduced below. 


Table 1. Number of Patients per Patient Category 


Patient Category 

Number of Patients 

\ ) Suicide-rclatcd events with suicide anempis 
(aculc/subchronic phascs-i) 

10 

2) Suicirfc-relatcd events with no suicide attempts 
taciiic/stibchr<Miic phases^) 

7 

3) Accidental ovcrdosc/dcath 

1 

4) Could be suicide related, but insufTicIcnt information 

3 

5) Suicide^rciated event prior to treatment phase 

14 

6) Suicide-related event during extension phase 

2 

7) Suicide-rciated event that was not treatment emergent 

7 


^ Defined as the acute treatment phases for Studies HCCJ. X065. and HCJW. and the acute and 


subchronic phases from Study Periods ill through V of Study HCJE. 

Lilly provided narratives on all the cases listed, in their aforementioned submission to Health 
Canada and also in their email submission 11-1 8-03. My own review of these narratives 
substantiated Lilly’s categorization of them. 

The 1 7 events in categories 1 and 2 above were included in the analysis; a listing of these patients 
appears in appendix table 3. 

A few observations can be made regarding the clinical details of these cases. With respect to 
dose, among the 9 fluoxetine-treated subjects with suicide-related events, the daily dose at the 


6 


















179 


time of event was 20 mg for 7 subjects, 30 mg for one, and 60 mg for one. Median duration of 
treatment for fluoxetine subjects at the time of their event was 38 days, and the corresponding 
median for placebo subjects was 33 days. The adolescent age category predominated; children 
under 12 years of age comprised 43% of the total sample of 458 clinical trial subjects, but only 3 
( 1 8%) of the 1 7 suicide-related events occurred in children. Of the 1 7 suicide-related events, 1 3 
(76.5%) occurred in female subjects, although females comprised only 228 (49.8%) of the 458 
subjects. 

Regarding the relationship to drug discontinuation, only one of the events (a drug overdose by 
fluoxetine patient 001-6401 in study HCCJ) occurred during the 30-day follow-up period. This 
patient was regarded as having discontinued by virtue of being non-compliant with study 
medication. However, Lilly acknowledged that “events occurring after study completion were 
not systematically collected,” and so some events in the 30-day follow-up period may have been 
missed. 

Nefazodone (Serzone, NDA 20-152, Bristol Myers Squibb, submission dated 8-21-03) 

The table below provides the details for the two randomized, placebo-controlled pediatric studies 
with nefazodone. 


Indication 

Protocol 

No. 

of 

sites 

Age 

range 

(yrs) 

X>uration 

(wks) 

Dose 

(mg/day) 

N 

Nefazodone 

Placebo 

MDD 

CN10414I 

15 

12-18 

8 

100-600 

95 

95 

MDD 

CN104187 

28 

7-17 

8 

100-300 
or 200-600 

184 (both 
anns) 

94 


The sponsor performed the requested search and identified two suicide-related events in these 
trials, both occurring in nefazodone-lreated patients (please refer to Appendix table 3). (In 
addition to these events, the sponsor reported a total of 5 suicide-related events that occurred 
during open label treatment with nefazodone in follow-up to study 1 87. However, only the two 
events during double-blind treatment are relevant for this analysis.) 

Fluvoxamine (Luvox, NDA 21-519, Solvay, submission dated 8-22-03) 

There was one randomized, placebo controlled pediatric trial with fluvoxamine, described in the 
table below. 


Indication 

Protocol 

No. of 
sites 

Age range 
(yrs) 

Duration 

Dose 

(mg/day) 

1 N 1 

Fluvoxamine 

Placebo 

OCD 

114 

20 

8-17 

10 

50-200 

57 

63 


Solvay’s search of the safely dataset for this trial revealed a single suicide-related event in a 
fluvoxamine-treated patient. 

Sertraline (Zoloft, NDA 19-839, Pfizer, submission dated 9-12-03) 

There were three randomized, placebo-controlled trials in the pediatric population, summarized in 
the table below. In addition, Pfizer is conducting a pediatric trial in post-traumatic stress disorder, 
for which the treatment is still blinded. Note that there were two studies for MDD conducted 
under the same protocol, and these have been combined in this analysis. 
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Indication 

Protocol 

No. 

of 

sites 

Age 

range 

(yis) 

Ehuation 

(wks) 

Dose 

(mg/day) 

N 

Sertraline 

Placebo 

OCD 

498 

12 

6-17 

12 

25-200 

92 

95 

MDD 

1001/1017 

51 

6-17 

10 

50-200 

189 

184 


The electronic search of adverse event terms yielded 89 potential events from these trials. Pfizer’s 
blinded review of the 89 cases identified 25 patients with possibly relevant events, and fiirther 
review of these cases excluded 1 9 events (mostly associated with accidental injuries). This 
yielded a total of 9 events occurring among 8 subjects that were considered suicide-related. (My 
own review of the listing of these 89 events did not disclose any additional events that were 
obvious omissions.) In addition, Pfizer performed the requested review of all serious adverse 
events in these trials, yielding one additional case relevant to the analysis (subject 1001-29533- 
2006, who was hospitalized for suicidal ideation). Thus there were a total of 9 patients with 
suicide-related events. It should be noted, however, that in their submission Pfizer questioned the 
clinical relevance of events in two sertraline-treated patients (subject 30506-1076, with self- 
mutilation, and subject 6 1 93- 1 022, who was hospitalized for suicidal threats), although they did 
not exclude these events from their analysis. 

Although the number of events was probably too small for any meaningful characterizations, the 
median age among the 6 sertraline treated patients was 10 years, somewhat younger than seen in 
other development programs. These 6 subjects included 3 males and 3 females; their median dose 
was 1 00 mg/day. 

There were no events reported within the 30-day period after discontinuation of study medication, 
and no events in the OCD trial. Of the nine events, six occurred on dmg and three on placebo. Six 
of the nine events occurred in female subjects. With respect to age, there was a somewhat 
different pattern from that seen in other clinical trial programs, since four events out of the nine 
occurred in children rather than adolescents (one event considered a suicide attempt occurred in a 
6 year old boy). The duration of treatment among the six sertraline-associated events ranged from 
21 to 50 days. 

Citalopram (Celexa, NDA 20-822, Forest, submission dated 8-21-03) 


There were two randomized, controlled clinical trials in the citalopram pediatric development 
program, summarized below. 


Indication 

Protocol 

No. of 

Age 

Duration 

Dose 

N 



sites 

range 

(yrs) 

(wks) 

(mg/day) 

Citalopram 

Placebo 

MDD 

CIT-MD- 

18 

21 in 
U.S. 

7-17 

8 

20^0 

89 

85 

MDD* 

94404 

31 in 
Europe 

13-18 

12 

10-40 

121 

112 


•subjects could be inpatients or outpatients 


Note that in addition to these two completed trials, the sponsor is conducting study SCT-MD-1 5, 
a randomized, double blind, placebo controlled trial of escitalopram, the s-isomer of citalopram, 
in children and adolescents with MDD. This trial is still blinded; the total number of subjects 
planned is 264, and there have been two suicide-related events thus far. 
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Forest made a couple of departures from the requested methods for the adverse event search. 

They included an analysis of 8 patients who experienced worsening of depression, but not 
suicidal thoughts or behaviors; all these patients were treated with placebo. These events were 
not included in the analysis presented here; the interested reader should refer to their submission 
dated 8-21-03 for details. Forest also reported that their search of all serious adverse events for 
events involving suicidality was not performed blind to treatment. (1 reviewed the serious adverse 
events in these two trials myself, and although I was not blind to treatment group either, I did not 
find any cases that were obvious omissions. However, among the serious adverse events, there 
were 6 placebo-treated and 2 citalopram-treated patients in study 94404 with psychiatric 
hospitalizations. These events were not counted in the analysis, however, because suicidality was 
not specifically documented.) 

In addition to the events selected for the analysis. Forest reported that the electronic search 
identified 1 1 patients with “false positives” who were excluded (please refer to the sponsor’s 1 1- 
1 7-03 email). In addition to the electronic search. Forest conducted a manual search of all adverse 
events and patient narratives from the two trials, yielding 6 patients with relevant events that were 
not disclosed in the electronic search. This made a total of 30 patients with events. In addition, 
one patient who took an extra dose of medication by mistake was considered to have taken an 
accidental overdose (patient 485 in study 94404); this event was not included in the analysis. Two 
events occurred prior to randomized treatment, yielding a total of 28 patients for the analysis 
(please refer to Appendix table 3 for a list of these patients). Note that 27 of the 28 events were 
classified as suicide attempts. However, Forest indicated in an email dated 11-1 7-03 that six of 
the study 94404 patients classified with “suicide attempts” (patients 664, 693, 867, 607, 152, and 
713) were so categorized simply because the recorded preferred term was suicide attempt, and not 
because the event description documented self-injurious behavior. 

Four placebo-treated patients and four citalopram-treated patients had events during the 30-day 
follow-up period after the end of randomized treatment. However, two of these 4 placebo 
patients also had events during double blind treatment, and so are counted as having events while 
on-treatment. Note that patient 007 in study 94404 was actually receiving fluoxetine, not 
citalopram, at the time of the event during the post-study period. 

The median age of the 28 patients with events was 1 6 years; 1 9 were females and 9 males. 

Among the 1 3 patients receiving citalopram at the time of their event, the median dose was 20 
mg/day, and the median duration on treatment was 27 days. Forest noted that 1 1 of the 16 
citalopram-treated patients with suicide-related events in study 94404 had a past history of 
suicidality. 

Forest also provided an analysis of scores on the suicidality item of the depression rating scales in 
the two trials; i.e., the CDRS-R in study ClT-MD-1 8, and the K-SADS in study 94404. There was 
a greater improvement on the suicidality item in study CIT-MD-1 8 with citalopram treatment 
compared to placebo, and this almost reached statistical significance. However, the mean change 
from baseline on item IX from the K-SADS in study 94404 was approximately equal between 
citalopram and placebo. Details of these analyses may be found in the 8-21-03 submission. 

Paroxetine (Paxil, NDA 20-031, GlaxoSmithKline) 

Please refer to the consult dated 9-5-03 for details regarding the paroxetine pediatric clinical trial 
data. Subsequently, GSK provided the agency with a copy of their report to the Committee for 
Proprietary Medicinal Products of the European Agency for the Evaluation of Medicinal Products 
(submitted electronically to the Paxil NDA on 1 1-7-03). Included in this is an analysis of suicide- 
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related events in adult trials with paroxetine that nhirors GSK’s analysis of the pediatric clinical 
trials. The results of the adult trial analysis show essentially no difference in the rates of suicide- 
related events between paroxetine and placebo treatment groups, in contrast to the previously 
described pediatric trial data, which showed a statistically significant increase with paroxetine 
treatment. The sponsor’s tables describing both the adult and the pediatric analyses are 
reproduced in Appendix figure 5. 

Venlafaxine (Effexor and EffexorXR, NDAs 20-151 and 20-699, Wyeth) 

There were four randomized, double blind, placebo-controlled venlafaxine trials in pediatric 
patients, summarized in the following table. The sponsor also reported that two additional 
pediatric placebo-controlled trials, one in social anxiety disorder and one in panic disorder, have 
been completed but are not fully analyzed yet. 


Indication 

Protocol 

No. 

of 

sites 

Age 

range 

(yrs) 

Duration (wks) 

Dose* 

(mg/day) 

N 

Venlafaxine 

Placebo 

MDD 

382 

16 

7-17 

8 + taper 

37.5-225 

80 

85 

MDD 

394 

37 

7-17 

8 + taper 

37.5-225 

102 

94 

GAD 

396 

39 

6-17 

8 + taper 

37.5-225 

80 

84 

GAD 

397 

35 

6-17 

8 + taper 

37.5-225 

77 

79 


*adniinistered as EfTcxor XR in ail trials; dosage based upon weight of subject, and tapered over <2 weeks following 
double-blind treatmCTJt 


Wyeth identified 16 randomized patients with suicide-related events, along with two events that 
occurred prestudy and so were not counted in the analysis. Additionally, one more event was 
identified through review of adverse event narratives, yielding a total of 1 7 patients who 
experienced a total of 20 events of interest. Wyeth, in their analysis submitted 8-28-03, counted 
all 20 events, rather than simply enumerating the number of patients with events. Note that two 
patients were considered to have had separate events a few days apart (patients 39402-0041 and 
39428-1087); after review of the narrative summaries, I have elected to count these instead as 
single events. A third patient also had two events, patient 38211-012, but these were separated by 
approximately 3 weeks and I have elected to count only the first event in the analysis that follows. 
Thus, the analysis shown below is based upon the number of patients with events, rather than the 
number of events (as in Wyeth’s analysis). The listing in the appendix provides further details 
about the patients. 

In Wyeth’s analysis, the “on-therapy” period does not include the taper period, but only the 
period of randomized treatment during which patients received their full dose of study 
medication. Therefor, “on-therapy period + 30 days” does not include a full 30 days from the last 
dose of study medication, if the patient had a taper following the end of their study treatment. The 
patient-years of exposure used in the analysis include exposure during medication taper as well as 
time on the assigned dose of study medication. This is slightly different from GlaxoSmithKline’s 
analysis of the paroxetine pediatric trials, in which the “on-therapy” period included the taper 
phase, through the last dose of study medication, and the “on-therapy + 30 days” period included 
a full 30 days from the last dose of study medication. 

With respect to classification of events, there were some issues with the “suicide attempts” 
category. The reason that patient 38205-019 was not counted in the suicide attempt category for 
taking an overdose was unclear. Also, I was unable to verify Wyeth’s count of 3 suicide attempts 
on venlafaxine and 2 on placebo in study 382, as shown in Table 3A of their 8-28-03 submission. 
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Instead, 1 have used the counts from Wyeth’s Table 4A in that submission, “Abbreviated Table of 
Patient Characteristics.” 

The median age among the 1 7 patients with suicide-related events was 1 3 years. For the 1 3 
venlafaxine-treated patients, at the time of the event the median dose was 1 12.5 mg/day, and the 
median duration of treatment was 24 days. Wyeth counted any events occurring within 1 day of 
the last frill dose of study medication as having occurred on-therapy. Five of the 1 7 events did 
not occur on-therapy, 3 with venlafaxine and 2 with placebo. 

Risk estimates 

Analysis of attributable risk 

Pooling the exposure and event data by drug and by indication provides the results shown in 
tables 1 and 2. Appendix figure 6 displays these same results graphically. Here, an incidence rate 
difference greater than zero would indicate a risk associated with active drug versus placebo, 
while an incidence rate difference less than zero would indicate a protective effect of the drug. 


Table 1. 


Attributable risks (incidence rate differences) per patient-year for suicide-related 
events in pediatric trials 

Drug 

Incidence rate difference, 
drug minus placebo 

95% confidence 
interval 

p-value 

Citalopram 

0.14 

-0.16-0.43 

0.374 

Fluoxetine 

-0.03 

-0.20-0.14 

0.737 

Fluvoxamine 

o.n 

-0.10-032 

0.485 

Mirtazapine 

-0.04 

-0.21-0.14 

0.691 

Nefazodone 

0.05 

-0.02-0.12 

0367 

Paroxetine 

0.12 

0.04-0.20 

0.005 

Sertraline 

0.06 

-0.05-0.17 

0.327 

Venlafaxine 

0.17 

0.02-0.33 

0.029 

All MDD trials 

0.10 

0.02-0.18 

0.013 

All non-MDD trials 

0.04 

-0.01-0.09 

0.114 

All trials 

0.08 

0.03-0.14 

0.002 


Table 2 


Attributable risks (incidence rate differences) per patient-year for serious suicide- 
related events in pediatric trials 

Drug 

Incidence rate difference, 
drug minus placebo 

95% confidence 
interval 

p-value 

Citalopram 

0.24 

-0.01-0.48 

0.063 

Fluoxetine 

-0.02 

-0.18-0.14 

0.775 

Fluvoxamine 

0 

- 

- 

Mirtazapine 


-0.04-0.12 

0.654 

Nefazodone 


-0.02-0.08 

0.606 

Paroxetine 

0.08 

0.01-0.15 

0.038 

Sertraline 

0.06 

-0.04-0.16 

0.276 


0.06 

-0.07-0.18 

0379 


0.09 

0.02-0.15 

0.015 


II 
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All non-MDD trials 

0.01 

-0.02-0.05 

' 1- 

/ ^ 

All trials 

0.06 

0.02-0.11 


The incidence rate differences by drug for MDD trials alone are shown in Appendix tables 6 and 
7. These data are displayed graphically in Appendix figure 7. 

It can be seen that overall the data are consistent with an increased risk of suicidal events with 
active drug treatment; the comparison between active treatment and placebo for all trials pooled 
together is statistically significant (p- value = 0.002 for all suicide-related events, and p-value = 
0.006 for serious suicide-related events). The observed incidence rate differences are larger in 
MDD trials (0.085/year) than in trials with other indications (0.014/year). Based on these results, 
the estimated excess of serious suicide-related events in MDD trials associated with active drug is 
0.085/year, or approximately 1 excess serious event per 12 patient-years of active treatment 
compared to placebo. 

With respect to individual drugs, the incidence rate differences for all suicide-related events are 
largest for paroxetine, venlafaxine and citalopram, reaching statistical significance for paroxetine 
and venlafaxine. For serious suicide-related events, citalopram showed the largest incidence rate 
difference, which approached statistical significance (p-value = 0.063). 

Analysis of relative risk 

In addition to estimating the excess risk attributable to drug, the data can also be analyzed in 
terms of the relative risk, or more precisely, the ratio of the incidence rates for drug and placebo. 
Accordingly, Mantel-Haenszel combined incidence rate ratios were calculated, stratified by 
study. This approach has the advantage of providing stratification by study, while the analysis of 
excess risk shown above simply involved summing all the relevant data without regard for 
differences between trials. In addition to calculating the combined incidence rate ratio, the Stafa 
software also tests for homogeneity of the individual study ratios. 

The Stata output for the “All trials” category is shown in Appendix table 3. There were two 
studies by themselves that showed statistically significant rate ratios for suicide-related events, 
paroxetine study 329 and venlafaxine study 394. No individual study showed a statistically 
significant protective effect. 

Table 3 below displays the relative risks (more precisely, the incidence rate ratios) for suicide- 
related events and serious suicide-related events for each of the antidepressant drugs, and for all 
21 clinical trials combined. Here placebo is the reference, and thus a value less than one indicates 
a protective effect of the drug, and a value greater than one a risk associated with drug treatment. 
For each combined incidence rate ratio calculated, statistical testing did not show a lack of 
homogeneity (i.e., indicating that data from the individual studies can be combined statistically). 


12 









185 


Table 3. Combined incidence rate ratios for suicide-related events and serious suicide-related events 


Drug 

Number 

of 

pediatric 

trials 

Incidence rate ratios* (95% confidence 
interval), by drug 

All suicide-related 

events 

Serious suicide- 
related events 

Paroxetine 

5 



Sertraline 

2 

2.07 (0.52-8 JO) 

2.58 (0.50-13.29) 

Venlafaxine 

4 


1.79 (0.52-6.18) 

Fluoxetine 

4 

0.87 (0 J3-2.28) 

0.87 (OJl-2.43) 

Citalopram 

2 

136(0.64-2.91) 

2.45 (0.88-6.80) 

Mirtazapine 

I 

0.53 (0.007-41.45) 

t 

Nefazodone 

2 

t 

t 

Fluvoxamine 

1 


t 

MDD trials 

14 



Non-MDD trials 

7 

2.34 <0.67-8.22) 1 

1.28 (0.25-6.57) 

All trials 

21 




tRatio undefined due to zero events in placebo group 


It will be seen that the suicide-related event incidence rate ratios for venlafaxine and paroxetine 
indicate an association with drug treatment, and that the corresponding confidence intervals 
exclude one. Overall, the incidence rate ratio of approximately 1 .9 for both suicide-related events 
and the subcategory of serious suicide-related events indicate an association of these events with 
drug treatment, although rate ratios for serious suicide-related events were not statistically 
significant for any individual drug. Put another way, compared to placebo, treatment with active 
drug increased the rate of suicide-related events by an estimated 85%, and by an estimated 87% 
for serious suicide-related events. For the subgroup of MDD trials, the incidence rate ratios were 
also statistically significant, while for non-MDD trials the incidence rate ratio estimates had very 
wide confidence intervals. 

DISCUSSION AND CONCLUSIONS 

In short-term pediatric trials, antidepressant drug treatment is associated with an increase in 
suicidal adverse events compared to placebo. This finding is seen for both the broad category of 
any suicide-related event, and the more specific category of serious suicide-related events. TTie 
association is more prominent in the MDD trial data, where the relative risk of serious suicide- 
related events is approximately 1 .9, and the attributable risk is equivalent to one additional 
serious suicide-related event per 1 1 patient-years of drug treatment. The finding appears to be 
statistically robust, inasmuch as the p-value for the incidence rate difference for ail suicide-related 
events across all trials is 0.002. 

With respect to individual drugs, the data for paroxetine and venlafaxine show a statistically 
significant increase in suicide-related events with active treatment in their pediatric development 
programs. Also, the incidence rate difference for serious suicide-related events with citalopram 
was close to statistical significance (p-value = 0.063). For fluoxetine and mirfazapine, the point 
estimates were consistent with a protective effect, but the confidence intervals for mirtazapine 
were very broad, and even for fluoxetine the confidence interval on the incidence rate ratio 
includes a relative risk of greater than 2. Put another way, although an increase in suicide-related 
events reached statistical significance for two drugs (paroxetine and venlafaxine), for no drug was 
a protective effect demonstrated at a statistically significant level. 
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This analysis has several limitations. Most importantly, it is limited to short-term trials only. 
Conceivably, long-term treatment in patients who have responded positively to a drug might not 
produce an increased risk, or might even provide a protective effect. In other words, it may not be 
appropriate to extrapolate a finding of a risk in short-term trials to use of the drug for long-term 
maintenance treatment, especially if the patients have manifested a clinical response to the drug. 
Unfortunately, there is very little long-term controlled pediatric trial data for antidepressant drugs, 
to the best of my knowledge. 

Another limitation of this analysis is that although there is evidence of a class effect overall, it is 
difficult to know to what extent it applies to particular members of the class. Inspection of the 
confidence intervals for the risk estimates will show that the confidence limits for individual 
drugs overlap considerably. The existing clinical trial data, moreover, cannot provide a fair 
comparison between drugs, since the sizes of the clinicai development programs and the specific 
indications studied vary from drug to drug. 

A third limitation pertains to the difficulties in standardizing the methodology used by the nine 
different sponsors. Although all sponsors were given the same set of instructions in the letters 
issued 7-22-03, there were some discrepancies in how these instructions were applied. For 
example, Forest (sponsor of citalopram) performed not only the requested electronic search of all 
adverse event terms, but also a manual search, which yielded cases not found with the electronic 
search. Also, the 30-day follow-up period was interpreted differently by GSK (paroxetine) and 
Wyeth (venlafaxine). GSK counted followed-up time for 30 days after the last dose of study 
medication, and the taper phase was not part of that 30-day period. However, Wyeth began the 
30-day period from the last full dose of study medication, so that the period of dosage taper was 
included in the 30-day follow-up time. Also, Lilly (sponsor of fluoxetine) reported that adverse 
event data was not consistently collected once patients discontinued their study treatment. 

As Appendix figures 1 -4 illustrate, there was considerable variability in the rates of these events 
from trial to trial, even within the same indication. This could be due to differences in the patient 
population (some trials included children, for example), or to differences in ascertainment of 
suicide-related events, or to both. This, of course, raises questions about whether it is appropriate 
to combine the data from different trials. The statistical testing for homogeneity of the rate ratios 
provided by the Stata software, however, did not reveal any statistically significant lack of 
homogeneity. 

The increase in suicidal events was most clearly demonstrated in MOD trials. However, events 
with active drug treatment were more frequent than events with placebo in non-MDD trials, 
although the numbers are small and the risk estimates are very uncertain. Nonetheless, this leaves 
open the possibility of a drug-associated risk of such behaviors for non-MDD patients, although 
at a much lower incidence rate difference than for MDD patients. 

With respect to clinical factors that might be contributory, as described in the previous consult, 
the paroxetine data suggested a possible role for drug withdrawal, but this pattern was not as 
prominent in the data for other drugs. However, this observation nu'ght point to a lack of 
consistency across development programs with respect to ascertainment of adverse events 
following the end of double-blind treatment. 

The absence of completed suicides in these data is only reassuring to a limited degree. The total 
drug exposure time in these trials was 407 patient-years. For assessing the rate of a rare event 
such as completed suicide with active drug treatment, this is a relatively small data set. To 
illustrate, the upper confidence limit (one sided, 97.5% level) for the actual rate in the population 
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given an observation of no suicides in 407 patient-years is 1 completed suicide in approximately 
1 10 patient years. 

In contrast to the paroxetine pediatric data, the analysis of suicide-related events in adult 
paroxetine trials, employing methods identical to the corresponding analysis of pediatric trial 
data, failed to show an increase in the rate of such events with paroxetine treatment relative to 
placebo. This was despite the fact that the placebo rale for these events was similar between the 
adult MDD trials (0,10/year) and the pediatric MDD trials (0.13/year). This suggests that adults 
and pediatric patients may have different responses to paroxetine with respect to suicidality. 

Several steps are being taken at the moment to evaluate this signal further. First, a joint meeting 
of the Psychopharmacologic Drugs Advisory Committee and the Pediatric Subcommittee of the 
Anti-Infective Drugs Advisory Committee will be held 2-2-04 to discuss this issue. Secondly, 
DNDP has requested electronic data sets from the sponsors of these clinical trials that will permit 
a more sophisticated statistical analysis. This analysis will permit examination of a number of 
issues that were beyond the scope of this consult, such as adjustment for a number of relevant 
covariates and exploration of risk factors such as agitation and relevant family history. Thirdly, 
DNDP has arranged for a group of suicidology experts at Columbia University to review the 
clinical narrative summaries for all of the identified cases; this will permit a more sophisticated 
case classification, particularly with regards to whether the event was a serious suicide attempt, a 
gesture, or self-mutilation. Fourthly, on 1 1-24-03 DNDP sent a memo to all the sponsors 
requesting a more detailed description of the methods each sponsor used to generate the 
submissions reviewed in this consult, to ensure the highest possible quality of data for review by 
the Columbia University experts. 

These initiatives should indeed provide higher-quality data for evaluation of this signal. However, 
in my view, the new analyses are more likely to change the findings for individual studies and 
drug compounds where the numbers are relatively small, than they are to alter the overall finding 
of an increase in suicide-related adverse events and serious suicide-related events with active 
drug treatment compared to placebo. There are, 1 believe, several reasons for this. First, the 
aggregate findings are statistically robust (e.g., p- value = 0.002). Secondly, the counts of serious 
suicide-related events are, in my view, less likely to be unstable, because of the methods routinely 
employed to account for serious adverse events in clinical trials, and the greater amount of 
clinical information that is often collected about serious adverse events compared to non-serious 
events. Additionally, to the extent that events have been misclassified or overlooked in the 
sponsor’s searches, this would generally be expected to introduce “noise” that would weaken the 
signal and produce a false negative, not generate a false positive. Only a systematic bias that 
caused events in the placebo group to be missed while events in the drug group were captured 
would be expected to produce a false positive, and it is difficult to conceive of what could 
produce such a bias. 

As previously noted, fluoxetine is currently the only drug approved for pediatric MDD, although 
several drugs are approved for pediatric OCD (see Appendix table 5). As shown in that table, all 
of the four pediatric OCD trials were positive and provided evidence of efficacy for approval of 
the drugs for pediatric OCD. This is in contrast to the experience with pediatric MDD trials, for 
which only 3 of the 1 5 trials have been judged positive, two with fluoxetine and one with 
citalopram. 

In sum, short-term pediatric clinical trials of antidepressant drugs demonstrate an increased rate 
of suicidal events with active drug compared to placebo. It is important to make every effort to 
enhance the quality of the data contributing to this signal, and these steps are currently under way. 
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However, given the strength of the association shown by the present data, the clinical importance 
of the apparent effect (i,e., an estimated excess of one additional serious suicide-related event per 
1 2 patient years of treatment attributable to active drug treatment), and the fact that the additional 
analyses are likely to take several more months while considerable numbers of pediatric patients 
will be exposed to these drugs, in my view an interim risk management plan to limit the exposure 
of the population at greatest risk is needed at this time. Specifically, this risk management 
strategy should be directed at minimizing the off-label pediatric use of antidepressants, 
particularly the use of drugs other than fluoxetine in the treatment of pediatric MOD. I 
recommend this approach because fluoxetine is the only drug shown to be effective in pediatric 
MDD in two clinical studies, with an absence of an increase in suicidal events relative to placebo. 


Andrew D. Mosholder, M.D., M.P.H. 
Epidemiologist 


Mary Willy, Ph.D. 
Epidemiology Team Leader 
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Appendix table 4 . Stata outputs for calculation of conblned Incidence rate ratios 


Category: Suicide-related events 


study 

1 

IRR 

[95% Conf. 

Interval] 

M-H Weight 


003-045 

1 

.5416667 

.0069015 

42.51311 

.6486486 

(exact) 

1001/1017 

1 

3.09375 

.5531832 

31-33657 

.9846154 

(exact) 

114 

1 


.0284829 


0 

(exact) 

141 

i 


.0238036 


0 

(exact) 

187 

1 


.01333 


0 

(exact) 

329 

1 

8 

1.072641 

354.959 

.5 

(exact) 

377 

1 

1.152439 

.3216551 

5.121634 

2.645161 

(exact) 

382 

1 

1.818182 

.3537461 

11.70784 

1.434783 

(exact) 

394 

1 


1.35128 


0 

(exact) 

396 

1 




0 

(exact) 

397 


.9166667 

.0116794 

71.94527 

.5217391 

(exact) 

498 

j 

0 

0 

41.06291 

.4871795 

(exact) 

676 

1 


.6083716 


0 

(exact) 

701 


1.59375 

. 1825649 

19.08565 

.969697 

(exact) 

704 

1 


.0296822 


0 

(exact) 

94404 

1 

1.555556 

.6472562 

3.993838 

4.8 

(exact) 

CIT-MD-18 

1 

.4615385 

.0078219 

8.865721 

1.04 

(exact) 

HCCJ 

1 

1 

.0127412 

78.48575 

.5 

(exact) 

HCJE 

i 

.875 

.1629756 

4.697789 

2.133333 

(exact) 

HCJW 

1 

.8 

. 041647 

47.20484 

.7142857 

(exact) 

X065 

1 

. 8571429 

.0621403 

11.82315 

1.076923 

(exact) 

Crude 
M-H combined 

1 

1 

1.860963 

1.846414 

1.224067 

1.235783 

2.881543 

2.758773 


(exact) 

Test of homogeneity (M-H) chi2<13) = 
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7.76 Pr>chi2 » 0.8590 


Study 

1 

IRR 

[95% Conf. 

Interval) 
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(exact) 

1001/1017 


2.578125 

.4221158 

27.07521 

.9846154 

(exact) 

114 





0 

(exact) 

141 





0 

(exact) 

187 



.01333 


0 

(exact) 

329 


7 

.8993189 

315.599 

.5 

(exact) 

377 


.8963415 

.2278526 

4.175488 

2.645161 

(exact) 

382 


1.090909 

. 1460938 

8.146018 

1.434783 

(exact) 

394 



.3874375 


0 

(exact) 

396 





0 

(exact) 

397 


.9166667 

.0116794 

71.94527 

.5217391 

(exact) 

498 





0 

(exact) 

676 





0 

(exact) 

701 


3.1875 

.2559633 

167.3341 

.4848485 

(exact) 

704 
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(exact) 

94404 


2.45 
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8.690724 

2.666667 

(exact) 
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(exact) 
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(exact) 
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(exact) 
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1.923833 
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1.169076 
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3.0143B7 


(exact) 
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(M-H) 

Chi2(10) * 

6.38 Pr> 
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Appendix table 5. Summary of efficacy findings from eight pediatric antidepr^sant development 
programs 


Drug 

Indication 

Approval 
status for 
pediatric use* 

Study 

N 


Drug 

Placebo 

Efficacy results on primary variable 

Paroxetine 

MDD 

NA 

329 

93 

88 

Failed 0)ut + on secondary variables) 

377 

181 

95 

Failed 

701 

104 

102 

Failed 

OCD 

AE 

704 

99 

10? 

+ 

SAD 

Not submitted 

676 

165 

157 

? (not submitted) 

Sertraline 

MDD 

NA 

1001/1017 

189 

184 

Tw> studies under same protocol, both 
failed (but + if data pooled) 

OCD 

AP 

498 

92 

95 

+ 

Venlafaxine 

MDD 

NA 

382 

80 

85 

Failed 

394 

102 

94 

Failed 

GAD 

NA 

396 

80 

84 

Failed, by a small margin {p=0.09) 

397 

77 

79 

4 

Ftuvoxamlne 

OCD 

AP 

114 

57 

63 

+ 

Mirtazapine 

MDD 

NA 

003-045 

170 

88 

Two studies under this protocol, both 
failed 

Fluoxetine 

MDD 

AP 

HCJE 

109 

110 

4 

X065 

48 

48 

4 

OCD 

AP 

HCJW 

71 

32 

4 

Nefazodone 

MDD 

NA 

141 

102 

99 

Failed, by a small margin (p=0.08) 

187 

184 

94 

Failed 

Citalopram 

MDD 

NA 

CIT-MD- 

18 

89 

85 

4 

94404 

121 

112 

Failed 


* NA not approvable, AE approvable, AP approved 
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Appendix Table 6. 


Attributabie risks (incidence rate differences) per |»tient-year for suicide-related 
events in pediatric MDD trials 

Drug 

Incidence rate difference^ 
dnie minus placebo 

95% confidence 
interval 

p-value 

Citalopram 

0.14 

-0.16-0.43 

0374 

Fluoxetine 

-0.02 

-0.21-0.17 

0.829 

Mirtazapine 

-0.04 

-0.21-0.14 

0.691 

Nefazodone 

0.05 

-0.02-0.12 

0367 

Paroxetine 

0.15 

-0.01-031 

0.088 

Sertraline 

0.12 

-0.05-030 

0.176 

Venlafaxine 

033 

0.05-0.62 

0.020 

AH MDD trials 

0.10 

0.02-0.18 

0.013 


Appendix Table 7. 


Attributable risks (incidence rate differences) per patient-year for serious suicide- 
related events in pediatric MDD trials 

Drag 

Incidence rate difference, 
drue minus placebo 

95% confidence 
interval 

p-value 

Citalopram 

0.24 

-0.01-0.48 

0.063 


-0,02 

-0.20-0.16 

0,842 

CSSSSSSSHHIIIi 

0.04 

-0.04-0.12 

0.654 

[SSISIESSHHH 

0.03 

-0.02-0.08 

0.606 

Paroxetine 

0.13 

-0.02-0.27 

0.121 

Sertraline 

0.09 

-0.07-0.25 

0.284 

Venlafaxine 

0.11 

-0.11-0.33 

0.337 

All MDD trials 

0.09 

0.02-0.15 

0.015 
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MEMORANDUM 


Tab 15 


PID# 

DATE: 

FROM: 

THROUGH: 

TO: 

SUBJECT: 


DEPARTMENT OF HEALTH AND HUMAN 
SERVICES 

PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND 



Mark Avigan, M.D., Director 

Division of Drug Risk Evaluation, HFD-430 

Russell Katz, MD., Director 

Division ofNeuropharmacological Drug Products, HFD-120 

Suicidality in pediatric clinical tials with paroxetine and other 
antidepressant drugs: Follow-up to 9-4-03 consult 

Drugs: paroxetine, sertraline, vcniafaxine, fluoxetine, fluvoxamine, 
citalopram, nefazodone, mirtazapine, and bupropion 


EXECUTIVE SUMMARY 


This consult is a follow-up to the previous consult on this topic, dated 9-5-03. As described in 
that consult, GlaxoSmithKline (GSK) performed an analysis of suicidal behaviors in their 
paroxetine pediatric clinical trial database, and found that there was a statistically significant 
increase in suicide-related adverse events for paroxetine-treated subjects compared to placebo. 
The method GSK used for their analysis involved an electronic search of the adverse event data 
for certain events that might have represented suicidal behaviors, followed by a blinded review of 
these events to select those that appeared to be probably related to suicide. In July 2003, the 
Division ofNeuropharmacological Drag Products (DNDP) requested the sponsors of the other 
antidepressant drugs to replicate GSK’s analysis in their own pediatric clinical trial databases. 
This consult summarizes the results of these analyses for 22 short-term placebo-controlled trials 
involving 9 different antidepressant drugs. 

These trials included a total of 4250 pediatric subjects, 2298 treated with active drag and 1952 
treated with placebo. There were 1 08 patients with suicide-related events (74 on active drug and 
34 on placebo); 78 of these adverse events were serious (54 on active drag and 24 on placebo). 


Considering individual development programs separately, the data for venlafaxine and paroxetine 
showed a statistically significant increase in suicide-related events relative to placebo. 
Additionally, on one measure (the incidence rate difference for serious suicide-related events) the 
data for citalopram approached statistical significance (p-value » 0.063). The relative risks for 
suicide related events with two compounds, fluoxetine and mirtazapine, were below one, 

^protective effect. However, the mirtazapine relative risk estimate of 0.5 was 
''based on a ver^mall numbetrf events and had very broad confidence intervals. The relative risk 

-Inbwi-v tXx. iflsasit.&F-iir OL. 
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From: Laughren, Thomas P T^b 16 

Sent: Sunday, December 21 . 2003 3:35 PM 

To: Katz, Russell G; Temple, Robert 

Subject: Feb 2nd AC Meeting 

I need to alert you to several problems that I see emerging in the planning for the Feb 2"'* 
Peds Suicidality AC meeting. 


First I want to briefly summarize the general position that I think we should be putting 
forward to the committees. Suicidality data from placebo-controlled pediatric studies in 
MDD have suggested a signal of increased risk for patients assigned to drug. However, 
concerns have been raised about exactly what the identified events represent and about 
the inconsistency of the signal across studies, even within individual programs. In order 
to further explore these concerns, we have embarked on two additional exploratory 
efforts. One is to have all the events of concern independently and blindly reclassified by 
a group of outside experts in adolescent suicidality. Second, we have asked for patient 
level data for these studies so that we can appropriately adjust for covariates of particular 
interest. 


I believe this position accurately represents the position of DNDP, and the center. 
However, it clearly does not represent the position of Andy Mosholder, the medical 
alficer from ODS who has been looking at these clinical trials data since last summer. I 
say this for several reasons. First, after these concerns were identified clearly in the 
regulatory briefing, he expressed his lack of enthusiasm for helping in this aspect of the 
overall effort, and instead, went off on his own to independently look at the summary 
lata accumulating from other sponsors during September and October. I have been left 
on my own to follow up on the reclassification effort, including multiple contacts with 
drug companies to get a complete accounting of all events of interest and also all 
negotiations with the group from Columbia to establish a contract to have this work done. 
Second, now that we are at the planning stages for FDA presentations at the Feb 2"“* 
Meeting, it is clear that Andy intends to present the clinical trials data in such a manner to 
suggest much greater confidence in the signal than I believe is justified. I will forward to 
jrou tomorrow an outline of his planned talk that he provided for our planning meeting 
last Thursday (Dec 1 8"'). I of course also had an opportunity to talk with him about his 
ilanned comments at the Dec 18 meeting. Several things are clear: 

■He is planning on presenting aggregated data, both across studies within programs and 
icross different programs. 

■He has gone beyond the companies own analyses to select on his own (and completely 
inblinded) cases that he thinks represent true suicidality to come up with his own risk 
:stimates. 

I believe he has relied on the On-Therapy + 30 days data, which I think are seriously 
lawed, since they are confounded by withdrawal events and are problematic because the 
ipproaches used in the +30 days analyses varied dramatically among the different 
ponsoTS. 

He has made clear that he intends to ask the committees if they think, based on what he 
flans to present, that we need go no further and can take definitive regulatory action now. 

think that all we need to do regarding these trials is present a table that I have attached 
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to this e-mail. This table is based on the on-therapy data for these trials, and is presented 
without any modifications, personal selections, etc. I think it makes several points 
clearly: 

-These are potential signals arising fi'om several programs. 

-The signal is very inconsistent for individual studies within the various programs, with 
the exception of venlafaxine. For paroxetine, the RR is 1 for 2 studies, yet there is a 
strong signal fi'om a 3’^ study. This is also the case for sertraline and citalopram (i.e., not 
even a hint of an effect for 1 of the 2 studies in each of these programs, but an apparent 
signal for the other study). Fluoxetine is generally lacking a signal, except for suicide 
attempts in 1 study. There isn’t much happening for either nefazodone or mirtazapine, 
with a weak signal for drug with nefazodone and a weak signal for placebo with 
mirtazapine. 

I am very concerned that, if we go forward with the plan to have Andy make a 
presentation, I will have to spend a lot of my time undoing his presentation instead of 
trying to make the ease for our plans for further exploration of the data. I don’t think a 
very public fight like this will be helpful for the agency. I think I can handle all of the 
clinical trials issues in my presentation, including comments on efficacy that I think will 
put the lack of efficacy in context. I think Andy has clearly reached a conclusion about 
the data, and cannot be helpful in supporting our position that more work is needed. 

Another concern has to do the plans by ODS to discuss the AERS data. As I’ve already 
mentioned, after extraordinary resistance, they have done the 1*' 3 years analyses we 
insisted that they do. Paxil is clearly in the middle of the pack in these analyses, and only 
Prozac is an outlier. Yet, as I told you Friday, they have strongly resisted providing 
reporting rates. Instead, they plan to present only numerator data. They argue that the 
reporting rates “pro'vide too much reassurance that there might not be a signal for Paxil 
(Anne Troentel’s words).” They apparently are not worried that the mindless 1 year slice 
for Paxil might be misinterpreted. 

Finally, I learned late Friday afternoon fiom ACS that they are rejecting Neal Ryan, a 
child psychiatrist from the PD AC, on the grounds that he was a co-investigator on one of 
the Paxil studies. He is one of our strongest members -with regard to this issue, and his 
loss is a severe blow. I also learned late Friday that another PDAC member (and a strong 
advocate for a careful, rational approach to these data) may also be in jeopardy of being 
rejected. She is Ellen Liebenluft, a psychiatrist from NIMH with particular expertise in 
adolescent affective disorder. Her husband works for a law firm that does some work for 
drag companies. I have been informed by ACS that it is too late to approach anyone 
outside government at this late date, but that if I identify new govenanent candidates by 
next Tuesday, there might be at least a chance of getting them cleared (a very generous 
offer indeed). Just as an aside, they have had all these names for clearance since April, 
2003. 

I need support on establishing an agenda for this meeting. 


Tom 
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Heniq, Anne M 

"^rom: Laughren, Thomas P 

ent: Friday, September 03, 2004 10:18 

To: Henig, Anne M; David, Paul A 

Subject: FW; Pediatric MDD Suicide Planning Meeting 


Tab 17 


"Originat Mesage — 


From: 

Sent: 

To: 


Cc: 

Subjf^ 


Moshdder, Andrew D 

Thursday, December 18, 2003 10:01 /W 

David, Paul A; Laughren, Thomas P; Racoosir>, Jutfith A; IXjbftsky, Gregory M; Stasko, Robert; Andreason, Paul J; Cummins, Susar^; 
lyasu, Solomon; Sachs, Hah; Murphy, Shirley; Murp^, tManne; RcrtJerts, Rosemary; Crescenzi, Terrie L; Patel, Anuja; Addy, 
Rosemary; Perez, Thomas; Somers, Karen M; Sara; Tcsgo, Theresa A 

Katz, Russell G; Willy, Mary E; Behrman, Rachel E; Joharma; Trontell, Anne E; Seligman, Paul; Covington, Magdalene L; 

Pamer, Carol; Rigoni, Gianna; lenkins, K; Avigan, Mark I; lu, Susan; Staf^, Judy A; Katz, Russell G 
RE: P^iatric MDD Suidde Piannir>g Mating 


Hello ail, 

As requested, I am attaching a draft outline for my presentation. I will also bring some hard copies to the meeting. 
Regards, 

Andy 



Outline for 
!-2-04.doC (24 KB).. 


> — Originat ^poinlment 

'> From: David, Paul A 

Sent; Monday, December 15, 2003 10:43 AM 

> To: David, Paul A; Laughren, Thomas P; Raa>osirr, Judith A; 

> Mi^holder, Andrew D; Dubitdcy, Gregory M; Stasko, Robert; 

> Andreason, Paul J; Cummins, Susan; lyaai, Solomon; Sachs, 

> Hari; Murphy, Shiriey; Murphy, Dianne; Roberts, Rosemary; 

> Oescenzi, Terrie L; Patel, Anuja; Addy, Rosemary; Perez, 

> Thomas; Somers, Karen M; Goldkind, ^ra; Toigo, Theresa A 

> Cc Katz, Russell G; Willy, Mary £; Behrman, Rachel E; 

> Clifford, 3ohanr«; Trontell, Anne E; Seligman, Paul; 

> Covington, Magdalene L; Pamer, Carol; Rigoni, Gianna; 

> Jerddns, John K; Avigan, Mark 1; Lu, Susan; Staffa, Judy A; 

> Katz, Russell G 

> Subject: Pediatric MOD Suicide Planning Meeting 

> VWien: Thursday, December 18, 2003 1:00 PM-2:00 PM (GMT-OS:00) 

> Eastern Time (US & Canada). 

> Where: COER WOC2 3FL-C Conf Room 

> 

> For those of you whom wish to dial into the meeting, the 

> number/passcode is below. 

> DIAL-IN NUMBERS; 

> USA Toll Free Number; 888-81 0-3946 

> 

> PASSCODE: 44419 


> Follow-up meeting to our 12/9/03 planning meeting. Revised 

> agenda attached. 

« File; PDAC 2-2-04 AGENDA DRAFTED 12-11-03.doc » 
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Andy Mosholder 

Draft outline for 2-2-04 AC presentation 
For planning meeting 12-18-03 

I. Background 

A. Paroxetine pediatric supplement submitted 4-1 1-02 

B. Approvable letter 10-10-02 requested additional information on behavioral adverse events 

C. GSK submission of suicidal event analysis May 2003 

D. FDA talk paper regarding paroxetine 6-19-03 

E. Request for other sponsors to duplicate GSK’s paroxetine analysis in their pediatric databases 

F. Wyeth DHCP letter regarding venlafaxine 8-22-03 

II. Paroxetine pediatric clinical trial program-summary 

A. 6 trials 

B. efficacy shown only in OCD 

III. GSK’s analysis of suicidal events 

A. Case definition 

B. Method: electronic search of adverse event data followed by blinded review of cases 

C. Results 

1. Relative risk = 2.69 (1.20-6.00) 

2. Attributable risk = 0. 1 2 (0.04-0.20) per patient-year of treatment 

IV. Exploration of possible risk factors in paroxetine data 

A. Indication (association with MDD) 

B. Gender (female > male) 

C. Association with drug discontinuation 

D. Age (adolescents > children) 

E. Absence of similar findings from adult trials 

V. Pediatric clinical trials with other antidepressants 

A. Overview of clinical trials and efficacy results 

B. Method-Intended to replicate GSK’s paroxetine analysis" 

C. Results (blinded?) -with emphasis on serious suicide-related events 

1. By individual drug-some differences, but overlapping confidence intervals 

2. By indication— more frequent in MDD 

3. Aggregated data 

a. Relative risk for serious events in MDD trials * 1 .94 ( 1 . 1 8-3 . 1 8) 

b. Attributable risk for serious events in MDD trials - 0.09 (p~0.0l5) 
(equivalent to one additional serious suicide-related event per 12 years of 
exposure) 


VI. Limitations 

A. Limited to short-term use 

B. Difficulties classifying events 

C. Discrepancies in methods used by the various sponsors 

D. Issues in combining data from various trials and drugs 


[VII. Recommendations?] 
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Mosholder, Andrew D 


From: 

Katz. Russell G 

Sent: 

Tuesday, January 06. 2004 8:07 

To: 

Mosholder, Andrew D 

Subject: 

phone call 

Andy- 



Tab 18 


}’d like to talk to you about your planned presentation at the Feb Advisory Committee meeting. Are you free sometime 
today? 1 have spaces in my schedule at 10 and noon (also between now and 9 this morning). I'd appreciate it if we could 
set something up today. 


Thanks a lot, 
Rusty 
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McCary, Barbara M 


From: 

Sent: 

-*0: 


Cc: 

Subject: 


Mosholder, Andrew D 

Wednesday, January 07. 2004 3:16 PM 

Addy, Rosemary: Murphy, Dianrte: Cummins, Susan; lyasu, Soiomon; Laughren, Thomas P; 
Katz, Russell G; Trontell, Anne E; Seiigman, Paul; Temple, Robert; Racoosin, Judith A; Willy, 
Mary E; Avigan, Mark I 
Mosholder, Andrew D 

Draft presentation RCT data for Feb. 2 AC mtg 


Hello ail, 

Rusty has told me that I won't be giving the presentation of ttie pediatric dinical trial data at the Feb. 2 meeting as originally 
planned, because I've reached a somewhat different interpretation of die pediatric clinical trial data from that of DNDP, and 
so it would be awkward to have me present. 

However, 1 had already drafted my slides (although they had not yet received supervisory concurrence). I am attaching 
them in case they are of any interest to the team. Whoever does present the clinical trial data on Feb, 2 should feel free to 
use any of this material that they feel is suitable. 


Tab 

Regards, 

Andy 



draft 

itation RCT dab 


1 
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Psychophirrnacologic Drugs Advisory Comminee 


Pediatric Subcommittee of the Anti-Infective Drugs Advisory 
Committee 


Suicide-related adverse events in pediatric 
trials of antidepressant drugs 

Andrew D, Mosholder, M.D., M.P.H. 

Division of Drug Risk Evaluation 


Acknowledgements 

• Office of Biosiatistics 

- Dr. Yt Tseng 

• Division of Neuropharmacological Drug Products 

- Dr. Judy Racoosin 

- Paul David, R.Ph. 

• DivisionofDmgRiskEvaloation 

- Maty Willy. Ph D 


■ Background 

■ Suicidal evente in paroxetine pediatric 
clinical trials 

* Pediatric clinical trial data on suicidal 
events with other antidepressant drugs 
‘ Limitations of the data and analyses 


Regulatory background 

• 4-n-02:GlaxoSmithK]ine(GSK) 
submitted pediatric exclusivity supplement 
for paroxetine, NDA 20-03 1 supplement 37, 
for which exclusivity is gnmted 

• 10-10-02; Approvable letter for this 
supplement requested additional data on 
bi^avioiai advene events in clinical trials 

• 5-22-03; GSK submitted analyses of 
suicidal adverse events, showing a higher 
incidence with paroxetine than placebo 





Summary of current regulatory 

Other pediatric development programs 


status for pediatric use 

* In addition to paroxetine, pediatric clinical 


• Drugs currently approved for pediatric OCD 

U*ia) data is available from 7 other 


- clofTupramine 

antidepressant development programs: 


- fluvoxamine 

lluvoxamine 

venlafaxine 


- sertraline 

seitraline 

citalopram 


- fluoxetine 

fluoxetine 

mirtazapine 

nefazodone 


• Drugs currently approved for pediatric 

MDD 



- fluoxetine 
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Pediatric trial data for 8 other 


Suicidal events in pediatric trials with 
other antidepressants 

antidepressant drugs 


• 21 clinical trials with 8 drugs 

• On 7-22-03 the Division of Neuropharmaclogical 


• Bupn^ion only one pilot study in ADHD, omitted 

• AcuK treatment mils only (ncs relapse prevenuon mils) 

Dmg Products requested the sponsors of the 


• Tnals under idrauc^proiacds combined 

following dnigs to perform analyses of their 


• Total Drug N =2227, patient-years = 406-9 

pediatric trial databases conparable to the analysis 


- no completed suicides 

GSK performed for paroxetine: 


- 74 possibly suicide related events 

- fluoxetine - veniafaxine 


• Total Pbo N = 1916, patient-years = 347.6 

- ciiatopram - nefazodone 


- no coirqileted suicides 

- sertraline - mirtazapine 


- 34 possibly suicide related events 

- fluvoxamine -buproprion 





® n__ 




All suicide-related events by drug 


Drag 

lad4«M* rate 
nUartHS 
(BitUaic* taiarvtn. 
*T*nr- 

ABsBlcWMflataS 



Sennaa* 

s-ff (ui-a joi 




Mrrs.u-i.ui 


uars-U-t.sM 

Mtnnwliw 

Sai (S.SSTU|.«St 

NafKaStM 

t 

ClavanmlM 


MDOMita 

NM-MDDirtita 

iJ4fM'>-a.i» 

A1 Utah 



-MiEUl-HaKaB) niKtM 




Analyses of serious adverse events 
related to suicidality 

ProbUnv wxh cue definiucn difncuiiy dittanguithing suicide wempi 
versus ''gesture' versus non-suicidaJ se)f-h«rm 
Scnous adverse (frug espenenecs ire fatai. are life-ihreaiening. require 
or prelong iRpaueni bapitalization, are disabling, or involve s 
congenital defect (2ICFR 312.32). Deierminaiion of whether an 
adverse event m a clinical trial is serious is made by sponsor 
Focus on senous events provides a more specific, clinically 
TTieaningfui cate definiiion for analysis 

72% of suicide-related events identified in these tnals were designaied 
serious by the sponsor 
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Limitations 


Conclusions 

• Methodologic differences between sponsors 


• This preliminary analysis indicates an 

- Fluoxetine: adverse events during 30-day follow- 


association of suicide-related events with 

up time not reliably captured 


antidepressant drug treatment in short-term. 

- Citalopram; blinded review of alt adverse events: 


placebo-controlled pediatric trials 

i.e.; not limited to serious events alone 


- Association most prominent in MDD trials 

- Different methods of classifying post-study drug 


- Degree to which this finding applies to specific 

taper period 


individual drugs is unclear 

- Venlaftjone follow-iiptifne 



- Paroxetine: on-trextroeni time 



m 
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Mosholder, Andrew D 


From: Dubitsky, Gregory M 

Sent: Friday, January 09. 2004 12:55 PM 

To; Moshoider. Andrew D 

Subject: RE: PDAC 


Tab 20 


Thanks. I’H send them to G\enn. 


Yep, this gives one an uneasy feeling. We'll hove to woit to see how it unfolds. 


Greg 


— Original Message — 

From: Moshoider, Andrew 0 

Sent: Friday, January 09, 2004 12:40 PM 

To: Dubitsky, Gregory M 

Subject: RE: PDAC 

Or. for that matter, please feel free to forward them to anyone else who's interested. Might as well get some use out of 
them, 

And 1 agree, I'm not sure this is going to go over very well with the committee... 

-Andy 


— Original Message — 

From: Moshoider, Andrew D 

Sent: Friday. January 09, 2004 12:22 PM 

To: Dubitsky, Gregory M 

Subject: RE: PDAC 

Sure, you can forward the slides to Glenn. 
-Andy 


Original Message — 

From: Dubitsky, Gregory M 
Sent: Friday, January 09, 2004 12:04 PM 

To: Moshoider, Andrew D 

Subject; RE: PDAC 

Wow • that's Q bummer after oil the work you put into it. Too bod they didn't think of that beforehand. But 
I would still think that your findings would be important to present. Whot ore we going to say if the PDAC 

asks if the Agency has done their own onolysis "Yes. we hove, but it's not worth presenting??" It’s very 

stronge. 

Anyway, sorry to hear thot. Glenn Monnheim oskcd if he could get a copy of your slides. Do you mind if I 
forward them to him. 


Greg 


Original Message — 

From: Moshoider, Andrew D 

Sent: Friday, January 09, 2004 10:58 AM 

To: Dubitsky, Gregory M 

Subject: RE: PDAC 
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Well, Greg, I guess you haven't heard the s{ory...Rusty called me on Tuesday to say that he, Tom. RT, and John 
Jenkins decided to drop my talk from the agenda, because they don't agree with my view about the data. That is to 
say. my view is that although a more sophisticated analysis is desirable, one can't deny that the preliminary findings 
indicate there's a signal (and in fact HI be skeptical if the new analysis makes it go away completely). Their point of 
view is that only the more sophisticated analysis being dwie by Cdumbia University is worth showing at alt, and it's 
not ready yet--so no findings should be shown on Feb. 2. (Rusty did acknowledge that this is an ironic turn of 
events, considering that when he sent the consult to ODS he specifically asked for me to be assigned to the 
project, and now he's telling me to bow out.) 

So. I won't be presenting any of my findings from the clinical trials, although they may still want me to present a 
very brief discussion of AERS reports of suicidal behaviors. I have prepared a consult which is an update to what i 
presented at the regulatory briefing in Sept., and you should be getting that as soon as Mark signs off on it. 

In case you're interested. I'll attach the email vwth the slides I was planning to use on Feb. 2. But ! don't think any 
of those slides will be shown. 

Regards. 

Andy 

« Message: Draft presentation RCT data for Feb. 2 AC mtg » 


— Original Message — 

From: Dubitsky, Gregory M 

Sent: Friday, January 09, 2004 10:21 AM 

To: Mosholder, Andrew D 
Subject: PDAC 

Andy, 


I got a copy of the PDAC package for the Feb 2 meeting but I didn’t see anything there from you. Will 
you be presenting your ftndir^s at the meeting? 


5reg 
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Mosholder, Andrew D 


From: Tronteli, Anne E 

Sent: Tuesday, January 20. 2004 2:42 PM 

To: Mosholder. Andrew D 

Subject: Draft ianuage 


Tab 21 


Suggested alternative language; 

In light of this preliminaiy analysis (by a single reviewer without access to blinded primary data), there appears 
to be an increased risk of suicidal behaviors in short-term studies of children being treated with paroxetine. 
Combined analyses with other RCTs of SSRi antidepressants in a variety of pediatric indications also show an 
increased risk of suicidal behaviors vs. placebo over ail of the children enrolled in these trials; subanalyses of 
these trials by MDD versus nonMDD treatment show a statistically significant increase in risk within the MDD 
trials but not those for nonMDD endpoints (such as treatment of OCD, GAD, or other endpoints. ) 

Until definitive analyses are completed and expert input obtained, it seems prudent for clinicians to remain alert 
to the risk of suicide in pediatric patients being treated with SSRls for MDD, particularly in the early months of 
therapy. Absent other information, clinicians contemplating starting pediatric patients with MDD on new 
antidepressant therapy with SSRls would be well advised to give careful consideration to the following: 

? FDA-approved product labeling indicating where efficacy in specific pediatric indications has 
been demonstrated and where excess risk of suicidal behaviors has been observed 
? Assessing patient and environmental risks of suicidal behaviors 

? Alerting patients, parents, and other caregivers of ways to prevent and detect suicidal behaviors 
before they are acted upon. 

Clinicians with patients already taking SSRls should monitor and educate their pediatric patients and family 
members concerning the risk of suicidal behaviors in light of their patients’ duration on therapy, clinical 
response and stability, and other risk factors. 

While FDA does not have regulatory authority to advise or otherwise direct physician behavior around 
therapeutic products other than through FDA-approved product labeling, clinical practice in the pharmacologic 
treatment of pediatric depressive disorders is consistent with the “prudent” advice above. Input and 
commentary from pediatric, psychiatric, and primary care professional organizations should be sought at the 
Advisory committee meeting being planned for February 2004. 


Anne Trontel!, M.D., M.P.H. 

Deputy Director 

Office of Drug Safety 

Center for Drug Evaluation and Research 

15B-33 Parklawn 

HFD-400 

5600 Fishers Lane 
Rockville MD 20857 
301-827-3219 
301-443-5161 (fax) 
tronteIla@cder.fda.gov 
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Mosholder, Andrew D 


From: Willy, Mary E 

Sent: Friday. January 23. 2004 8:55 AM 

To: Tronteli. Anne E 

Cc: Mosholder, Andrew D; Avigan, Mark I 

Subject: RE: Suggest we talk today 


Tab 22 


Anne, ! am working at home today. . .give me a time and 1 wfll disconnect from my phone line so you can call in. (301 ) 493- 
8895’ 


Mary Willy, PhD 
Office of Drug Safety 
(301} 827-3175 


— Original Message — 

From: Tronteli, Anrjc £ 

Sent: Friday, January 23, 2004 8:51 AM 

To: Willy, Mary E; Mosholder, Andrew D; Avigan, Mark I 

Subject: Suggest we talk today 

I spoke at length last night with Bob Temple and John Jenkins and I have encouraging news about some of our 
concerns. Let’s talk today. We can call in Andy. 


— Original Message — 

From: Willy, Mary E 

Sent: Friday, January 23, 2004 7:56 AM 

To: Mo^older, Andrew D; Tronteli, Anne E; Avigan. Mark I 

Subject: RE: Press inquiry regarding pediatric antidepressant treatment 


FY!, lucky me, I received a cal! from a reporter last night right in the middle of Friends!! Unfortunately. I thought he 
was a telemarketer and gave him my standard response (hang up) before I processed what he was saying to mell 
Wish I could have been as articulate as Andy! 


Mary Willy, PhD 
Office of Drug Safety 
(301) 827-3175 


•■Original Message — 


From: Mosholder, Andrew 0 

Sent: Thursday, January 22, 2004 2:45 PM 

To: Tronteli, /^ne E; Avigan, Mark I; Willy, Mary E 

Cc: Crutan, Susan M 

Subject: Press inquiry regarding pediatric antidepressant treatment 


Hello ail, 

Just to let you know; 1 received a phone call today from Rob Waters, the freelance reporter, seeking information about 
pediatric antidepressant drug treatment suicidality. He seemed to know that I am one of the people working on this 
issue, and asked If I was being pressured. I informed him of the upcoming advisory committee meeting (of which he 
said he was already well aware), and told him that for further inquiries he should contact Susan In Public Affairs. 
Thanks. 

Andy 
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Wlosholder, Andrew D 


From: Moshoider, Andrew D 

Sent: Wednesday, January 28. 2004 1:32 PM 

To: Tronteii. Anne E; Willy, Mary E 

Cc: Avigan, Mark I; Seligman, Paul 

Subject: RE; Feb 2 preparation for possible questions on RCT analyses by Andy 


Hello all, 

Here is my first crack at drafting answers to Anne's questions (see below). 

Thanks, 

Andy 

Questions for which Andy should prepare a response: 

What was ihe role of your analyses in this process? fVhy were they not included in the packet or presentations today? (Because 
they were only Just completed? ) 

(Deferred.) 

What did your analyses show? What is your conclusion? (Suggest giving exec summary version of results. A'o recommendations. 
Just conclusions about what you think data indicate. 

Results were as follows. Development programs for 8 antidepressant drugs included a total of 2227 pediatric patients treated with 
active drug and 1916 pediatric patients treated with placebo. There were 74 suicide related events with drug and 34 with placebo. Of 
these, the majority were serious; there were 54 serious events with drug and 24 with placebo. The combined relative risk for serious 
events was 1.9 (confidence limit 1.2-3.0) and the excess risk was equivalent to one additional serious suicide-related event per 12 
patient-yeare of treatment with drug. These risks were principally observed in MDD trials. With respect to individual drugs, the 
strongest signal of risk was observed in the data for paroxetine and venlafaxine, while the most favorable risk estimate was seen for 
fluoxetine. (This mirrors the conclusions of the MHRA.) In addition, GSK's analysis of adult paroxetine trials showed no excess of 
suicidal events with paroxetine, in distinction to the findings from the pediatric trials. 


Tab 23 


Why is your conclusion different from the one being presented today? (Suggest you note here how your analyses are different, why 
you think they are unlikely to change. Would be a nice touch to acknowledge the limitations of your analyses relative to the 
definitive analyses being prepared. } 

My analyses looked at the data sent by the sponsors in response to the July 22. 2003 requests that Dr. Laughren described to you. 

To let you know how my approach to these data differed from that of the Neuropharm Division: First, in my analysis I included events 
that occurred within 30 days of treatment discontinuation. This made the biggest difTerence for paroxetine, with approximately ‘/* of the 
suicide-related events occurring within 4 days of discontinuation of paroxetine. I based my calculations on pailem-years of exposure 
rather than numbers of patients, to arrive at rates of events per patient-year of treatment. In addition to analyzing data from MDD trials, 1 
also looked at data from trials with other indications. Finally, I combined data from different clinical trials, either by pooling or using 
the Mantel-Haenszc! method, and applied statistical testing. 

Because of the difficulties inherent in the case definition and concerns that clinically insignificant events were classified as “suicide 
attempts, ” I focused my analysis on events that met the regulatory definition of serious (as explained by Dr. Laughren). 

With respect to the concerns about inconsistent case ascenainmem by the sponsors; As a general principle, incomplete case 
ascertainment can be expected to bias an analysis towards the null; it would not be likely to generate a spurious signal. Consequently, 
while there were inconsistencies in methods from sponsor to sponsor (despite each sponsor having received the same instructions), in 
my view this would be more likely to introduce “noise” in the data and obscure a true signal than it would be to generate a false signal. 

Regarding the concerns that the case definition is overly inclusive; A loo-broad case definition would also be expected to obscure a 
signal with noise, while a more specific case definition would be more likely to reveal a statistical association. 

Therefor, in my view, finding a statistical association despite these limitations and inconsistencies makes the finding difficult to dismiss, 
unless there was some urdenown source of systematic bias. 

Regarding the inconsistency of relative risk across individual studies: This is certainly an issue; however, the 95% confidence iniervais 
for the relative risks overlap, and the data did not “fail” die Mantcl-Haenszel test of homogeneity. Also, although there were a small 
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numl^r of studies indicating a high relative risk with active dru& tterc an absence of studies showing a strong protective effect of 
active drug. 


Original Message 

Front! Tronteil, Anne E 

Sent: Wednesday, January 28, 2004 10:43 AM 

To; Mosholder, Andrew D; Willy, Mary E 

Cc Avigan, Marie I; Seligman, Paul; Tronteil, /U)r>e E 

Subject: RE; Feb 2 preparation for possible questions on RCT analyses fay Andy 

Andy you are not at the table, but just behind it with the presenters. John Jenkins wanted you to be in a place 
you could address questions about the AERS and your RCT analysis should either come up. 

To that end, t'm drafting some potential questions for you to prepare a response along with Mary & Mark's 
input. Once that's prepared. Paul and I would like to see what you plan to say and provide guidance on how 
to finesse the likelihood of a shouting match at the table. 

Questions for which Andy should prepare a response: 

What was the role of your analyses in this process? Why were they not included in the packet or 
presentations today? (Becausethey were only just completed? ) 

What did your analyses show? What is your conclusion? (Suggest giving exec summary version of results. 
No recommendations, just conclusions about what you think data indicate, 

Why is your conclusion different from the one being presented today? (Suggest you note here how your 
analyses are different, why you think they are unlikely to change. Would be a nice touch to acknowledge the 
limitations of your analyses relative to the definitive analyses being prepared. ) 

FYl, concerning the Reporting rates absence: I will field this question and refer onto you only if necessary. 
Anne 


Original Message — - 

Frpm; Mo^older, Andrew D 
Sent: Wednesday, January 28, 2004 8:48 AM 
To; Tronteil, Anne E; Willy, Mary E 
Subject: RE: Feb 2 

Thanks, but I really don't feel a need for a seat at the table, given the limited nature of my participation. 
-Andy 


— Original Message — 

From: Tronteil, Anr:e E 

Sent: Tuesday, January 27, 2004 3:59 PM 

To: Willy, Mary E 

Cc: Mosholder, Andrew D 

Subject: RE; Feb 2 

Andy has been added per me, Temple, and Jenkins emails since Anuja's email was sent. 


— Original Message — 

From: Willy, Mary E 
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Sent; Tuesday, January 27, 2004 3:47 PH 

To; Trontelt, Anne E; Pamer, Carerf; Av^an, Mark I; Mosholder, Afidrew D 

Subject: RE: Feb 2 

I do not need to be near, but t would suggest that Andy should have a seat. Thanks 


Mary Willy, PhD 
Office of Drug Safety 
( 301 ) 827-3175 


— Original Message — 

From; Trontell, Anne E 

Sent: , Tuesday, Januaiy 27, 2004 3:44 W4 

To; Pamer, Carol; Avigan, Mark I; WiHy, Mary E 

Cc: Patel, Anuja 

Subject; FW; Feb 2 


P!s email Anuja if you'd like to be near to help in answering questions. I hit the send key by 
mistake. 

Anne 

— Original 

From: 

Sent: 

To: 

Subject: 

Anuja, 

Will also reserve a seat behind the table for a nonpresenter but someone who may be called upon 
to answer questions on one of the presentations? That would be Carol Pamer, Pharm.D., i’m 
copying Mark Avigan and Mary Willy to determine whether they would each also like a reserved 
seat to be able to help in fielding questions from the committeee, 

Thanks. 

Anne 


Message — 

Tror^teii, Anne E 

Tuesday. January 27, 2004 3:43 PM 
Patel, Anuja 
RE: Feb 2 


— Original Message 

From: Patel, Anuja 

Sent: Monday, January 26, 2004 8:39 AM 

To: Murphy, Dianne; Trontell, Anne E; Galson, Steven; Temple. Robert; Jenkins, John K 

Cc: Embrey, Jer:nifer; Seiigman, Paul; Katz, Russell G; Cummins, Susan; Laughren, Thomas P; Somers, Karen 

M 

Subject: RE; Feb 2 

Importance: High 


I'd like to check one last time to be sure that I have the most recent list of who will be at the table for 
the Feb 2 PDAC/Peds regarding SSRis. 

From sorting through the e-mails and conversations, my current list is 

at the table: 

Temple 

Katz 

Laughren 

Murphy 

Cummins 

ODS??? (Trontell or Seiigman) Please let me know! 
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in reserved seating behind the FDA at the tafcte: 

John Jenkins 
Soiomon lyasu 
Tarek Hammad 
Judy Racoosin 
Paul David 

ANY ONE ELSE? - please let me knowtodayl 

This will be a very large table, 40 including six FDA at the table. The FDA section of seating will 
probably be fairly limited, so it will be a good idea to reserve seats for any critical people planning to 
attend. Because the table is large, there may not be room for all FDA who are "observing only" and 
some may have to sit in the audience. 

Thanks 

Anuja 

— Original Message — 

From: Murphy, Dianne 

Sent: Friday. January 23, 2004 7:46 PM 

To: Trontell, Anne E; Gaison, Steveri; Temple, Robert; Jenkins, John K 

Cc: Patel, Anuja; Embrey, Jennifer; ^tigmari, Paul 

Subject: RE: Feb 2 

How about Temple. MurphyD, Katz, Laughren, Cummins, and ODS draft choice? 

Original Message 

From: Trontell, Anne E 

Sent: Friday, January 23, 2004 5:13 PM 

To: Gatson, Steven; Temple, Robert; Jenkins, John K 

Cc: Patel, Anuja; Err^rey, Jennifer; Murphy, Dianne; Seligman, Paul 

Subject: RE; Feb 2 

! plan to attend the meeting, happy to sit wherever. Paul's attendance not clear from 
my looking at his calendar, will discuss his interests when he’s back on Monday. 

••—Original Message 

From: Gaison, Steven 

Sent: Friday, January 23, 2004 4:57 PM 

To: Temple, Robert; Jenkins, John K 

Cc: Patel, Anuja; Embrey. Jennifer; Murphy, Dianne; PAUL J SELIGMAN .MD 

{seligmanp^CDER-FDA.gov); Trontell, Anne E 
Subject: RE; Feb 2 

I am not planning on attending. Would be good (o have Anne, or Paul up there too. 

Original Message-- 

From: Temple, Robert 

Sent: Friday, January 23, 2004 4:52 PM 

To; Gaison. Steven; Jenkins, John K 

Cc: Patel, Anuja 

Subject: Feb 2 

Do either of you intend to come to the antidepressant Ad Com. Anuja Patel is trying 
to figure who wants to be at the table. So far it seems like Dianne and me and I've 
urged Rusty and Tom. 
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Peds suicidality RCT consult.txt 
From: Mosholder, Andrew d 

sent: Thursday, January 29, 2004 9:01 AM 

To: Avigan, Mark I 

cc: willy, Mary E 

Subject: Peds suicidality RCT consult 

Hi Mark, here is the consult, as we discussed. The new paragraph is highlighted in 
the exec summary and final portion. 

Thanks, 

Andy 


Original Message 

From: Mosholder, Andrew D 

Sent: Tuesday, January 27, 2004 11:55 AM 

To: willy, Mary E 

Subject: RCT consult 


Tab 24 


Hi Mary, 

After several days of discussion and mulling it over, I find that I'm not apt to use 
Anne's proposed language for the recoimnendations. 

I have slightly "wordsmithed" that paragraph, and I added a footnote referencing the 
MHRA's advisory (since it's similar). But it's not really different and I'm 
reasonably certain that Anne will want to write a dissenting memo. 

I'll attach the document, with the changes (which appear where the placeholder for 
the recommendations was in the draft that was emailed). 


How should I proceed at this point? I’m fine with Anne or anyone else adding a cover 
memo. 

Thanks, 

Andy 


Page 1 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN 

SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND 
RESEARCH 


PID# 

D030341 

DATE: 

January 23, 2004 

FROM: 

Andrew D. Mosholder, M.D., M.P.H., Epidemiologist 

THROUGH: 

Mark Avigan, M.D., Director 

Division of Drug Risk Evaluation, HFD-430 

TO: 

Russell Katz, M.D., Director 

Division of Neuropharmacological Drug Products, HFD-120 

SUBJECT: 

Suicidality in pediatric clinical trials with paroxetine and other 
antidepressant drugs: Follow-up to 9-4-03 consult 


Drugs: paroxetine, sertraline, venlafaxine, fluoxetine, fiuvoxamine, 
citalopram, nefazodone, mirtazapine, and bupropion 


EXECUTIVE SUMMARY 

This consult is a follow-up to the previous consult on this topic, dated 9-5-03. As described in 
that consult, GlaxoSmithKline (GSK) performed an analysis of suicidal behaviors in their 
paroxetine pediatric clinical trial database, and found that there was a statistically significant 
increase in suicide-related adverse events for paroxetine-treated subjects compared to placebo. 
The method GSK used for their analysis involved an electronic search of the adverse event data 
for certain events that might have represented suicidal behaviors, followed by a blinded review of 
these events to select those that appeared to be probably related to suicide. In July 2003, the 
Division of Neuropharmacological Drug Products (DNDP) requested the sponsors of the other 
antidepressant drugs to replicate GSK’s analysis in their own pediatric clinical trial databases. 
This consult summarizes the results of these analyses for 22 short-term placebo-controlled trials 
involving 9 dilTerent antidepressant drugs. 

These trials included a total of 4250 pediatric subjects, 2298 treated with active drug and 1952 
treated with placebo. There were 1 08 patients with suicide-related events (74 on active drug and 
34 on placebo); 78 of these adverse events were serious (54 on active drug and 24 on placebo). 

Considering individual development programs separately, the data for venlafaxine and paroxetine 
showed a statistically significant increase in suicide-related events relative to placebo. 
Additionally, on one measure (the incidence rate difference for serious suicide-related events) the 
data for citalopram approached statistical significance (p-value = 0.063). The relative risks for 
suicide related events with two compounds, fluoxetine and mirtazapine, were below one, raising 
the possibility of a protective effect. However, the mirtazapine relative risk estimate of 0.5 was 
based on a very small number of events and had very broad confidence intervals. The relative risk 
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of suicide-related events for fluoxetine was 0.9 (95% confidence limits 0.3-2.3). (For all the 
other drugs, the relative risk estimates were greater than one, or undefined because of no events 
on placebo.) 

Overall, comparing active drug treatment to placebo, there was an association of suicide-related 
events (incidence rate difference 0.08/year, p-value = 0.002) and serious suicide-related events 
(incidence rate difference 0.06/year, p-value = 0.006) with active drug treatment. This association 
was observed principally in major depressive disorder (MDD) trials, where the relative risk was 
1.8 (95% confidence limit 1.2 — 2.8) and the attributable risk was 0.24/patient year for drug 
minus 0,14/patient year for placebo, yielding a value of 0.10 per patient-year of exposure to drug 
(p-value = 0.01 3). For serious suicide-related events in MDD trials, the relative risk was 1 ,9 (95% 
confidence interval 1.2-3. 2), and the attributable risk was was 0.19/patient year for drug minus 
0. 1 0/patient year for placebo, yielding a value of 0.085 events per patient-year of exposure to 
drug (p-value = 0.01 5), equivalent to approximately 1 excess serious suicide-related event per 1 2 
years of drug treatment. For non-MDD trials, the data also showed a higher rate of events with 
active drug treatment, but the attributable risk for serious events was much smaller than for MDD 
trials (0.01/year), and the data were not statistically significant. 

There are a number of limitations to this analysis, the chief among them being that the clinical 
trial data are limited to short-term use of these drugs. Unfortunately, there are not comparable 
data available regarding safety and efficacy of long-term use of these drugs in pediatric patients. 
Also, although there were attempts to standardize the methodology and case definitions among 
the various sponsors, in practice there may have been differences because each sponsor conducted 
their own separate analysis. 

At the present time, a number of additional steps are under way to enhance the quality of the data 
for the assessment of this signal. These initiatives include arranging for a blinded review of the 
clinical trial cases by suicidology experts at Columbia University, requesting additional details on 
how each sponsor conducted their analysis, and obtaining electronic clinical trial datasets for each 
study to permit a more sophisticated statistical analysis. 

However, while these efforts will yield valuable information, particularly at the level of the data 
for individual trials and drugs, in my view it is unlikely that the new information will alter the 
basic finding of an association of suicide-related events and serious suicide-related events with 
active treatment. This is because of the size of the effect and the statistical significance of the 
overall finding. Also, it seems less likely that misclassificalion or failure to identify relevant 
events would produce a false positive signal; rather, those types of errors tend to weaken a signal. 
Only systematic bias could be reasonably expected to yield a false positive signal of this 
magnitude, and that seems unlikely. 

Recommendations: Given the slreimlh of the association shown bv the present data, the clinical 
importance of the anoarenl effect ( i.e.. an estimated excess of one additional serious suicide- 
related event per 12 nalient-vears of active treatment), and the fact that the additional analyses are 
likely to take several more months to complete w hile considerable numbers of pediatric patients 
are being exposed to these drugs. I favor an interim risk management plan reuardina use of these 
druas in the pediatric population. This might be of value to physicians, patients and fainilies who 
are faced with the need to make a decision regardine nhamiacotherapv at the present time. 
Specifically. I propose a risk manaaemenl strateev directed at discouraaina off-label pediatric use 
of antidepressant drugs, particularly the use of druas other than fluoxetine in the treatment of 


2 


226 


pediatric MDD.' Conceivably, this might include discouraging the initiation of treatment of drug- 
na’iVe pediatric MDD patienls wilii off-label drugs, in the absence of some over-ridina clinical 
consideration. (Of course, all such ^ amines should be made in a manner that emphasizes the fact 
that the available data apply onlv to short-term, acute treatment, and that sudden discontinuation 
of antidenressanl treatment, or disconlinualion without medical sunervi.sion. are unwise. 1 1 
recommend this anproacli because fluoxetine is the onlv drug shown to be effective in rrediatric 
MDD in two clinical studies foul of two MDD studies conducted), and although the confidence 
limits are broad, it is the dnia for uhich the estimate of the relative risk of suicidal events anoears 
most favorable. 


BACKGROUND 

This memorandum is in follow-up to our consult to DNDP dated 9-5-03. On May 22 of this year, 
GlaxoSmithKline submitted an analysis of adverse events related to suicidal behaviors in 
pediatric trials of paroxetine (Paxil, NDA 20-031). The sponsor performed this analysis by 
conducting an automated, electronic search of the safety database from their pediatric trials for 
adverse event terms that would suggest suicidal behaviors. This analysis showed a statistically 
significant increase in such behaviors with paroxetine treatment, compared to placebo. A previous 
consult reviewed these data, and also provided a preliminary analysis of data from seven other 
pediatric development programs for other antidepressant drugs.^ Overall, there was a statistically 
significant increase in suicidal adverse events for active drug treatment compared to placebo, 
similar to the findings from the paroxetine trials. These findings were discussed at a CDER 
Regulatory Briefing.^ 

However, this preliminary review of pediatric trials with the other antidepressant drugs was 
limited to a manual search of the reports submitted to FDA. In order to provide a meaningful 
comparison to the paroxetine findings, the Division of Neuropharmacological Drug Products 
requested the sponsors of eight other drugs (sertraline, venlafaxine, fluoxetine, fluvoxamine, 
citalopram, nefazodone, mirtazapine, and bupropion) to conduct a search of their databases 
similar to the analysis performed by GlaxoSmithKline. All of the 8 sponsors responded to this 
request within the next few months, The purpose of this memorandum is to summarize the 
findings reported in those submissions. 

With respect to pediatric indications for the antidepressant drugs, clomipramine, fluvoxamine, 
sertraline and fluoxetine are approved for pediatric obsessive compulsive disorder. 

(Clomipramine is an older tricyclic compound that was not part of this analysis.) For pediatric 
major depressive disorder (in children 8 years and up), the only drug approved is fluoxetine. 
Appendix table 5 presents a summary of the efficacy results from placebo-controlled trials with 
the aforementioned drugs, along with the regulatory status of the drugs for pediatric use. 

METHODS 

The sponsors of the aforementioned 8 drugs all received identical information request letters from 
DNDP dated 7-22-03, The letters asked for the following analyses for all randomized, placebo- 


' The U.K.’s MHRA. after their recent evaluation of many of the same clinical trial results, concluded that 
onlv fluoxetine should be considered lo have a favorable risk-bcncfil ratio for use in pediatric MDD 
('httD://www.mlira.gov.uk/new‘s/3003.hTm^’20031, 

^PID#D03034 1,9-4-03. 

’ CDER Regulatory Briefing 9-16-03 
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controlled trial involving pediatric subjects (the indented text below is reproduced from the 
letters): 


The identification of the following events should be done blinded to treatment to avoid bias. All adverse 
events occurring within 30 days of the last dose of drug should be included in the search. 

“Suicide-related events” should be identified using the following algorithm; 

• Any events coded to preferred terms that include the text strings “suic” or “overdos” 

• Exclude “accidental overdose” cases 

• Regardless of the preferred term to which the verbatim term is mapped, all verbatim terms should be 
searched for the following text strings: “attempt”, “cut”, “gas”, “hang”, “hung”, “jump”, “mutilat-”, 
“overdos-”, “selfdamag-”, “self harm”, “self inflict”, “self injur-”, “shoot”, “slash", “suic-” 

• Any terms identified by this search because the text string was a substring of an unrelated word 
should be excluded (for example, the text string “cut” might identity the word “acute”) 

• In addition to the algorithm above, narratives of all serious adverse events (SAEs) should be reviewed 
(in a blinded fashion) to identify any additional cases of suicidaliiy or self- harm. In particular, SAEs 
related to mania and hostility should be examined closely for suicidality or self-harm. 

• Any death found to be due to suicide or overdose should be included (if not already identified by the 
previous search methods). 

We are also interested in an analysis of suicide attempts. “Suicide attempts" are a subset of the “suicide- 
related events” identified above; they should be identified using a blinded hands-on review of the records 
of all patients identified by the above algorithm as having a "suicide-related event". For the purposes of 
this analysis, any case in which the patient exhibited self-injurious behavior should be considered as a 
suicide attempt. Any case in which the patient’s suicidal ideation did not lead to self-injurious behavior 
should be excluded from this subset. 

Separate analyses should be performed for the group of “suicide-related” events and the group of “suicide 
attempts”. Both the risk (# of events/# of patients) and the rate (# of evems/person-time exposure ) should 
be presented by treatment group. All treatment groups should be presented, including active controls. If 
a study has a blinded extension phase, events identified while the patient is in that extension phase should 
be excluded. 

In addition to presenting the overall risks and rales across all indications and within each indication, the 
following stratified analyses should be performed: 

• Child (< 1 2) vs. Adolescent (>* 1 2). 

• On-therapy vs. On-therapy + 30 days. 

• Within each indication, data from each trial should be presented separately. 

Also requested were detailed clinical data about the patients identified as having suicidal events, 
in the form of narrative summaries and tabulations. 

The analyses submitted by each sponsor are surrunarized herein. A brief description of the 
relevant pediatric clinical trials is presented for each drug. Also, Appendix table 3 lists each 
pediatric subject having a suicide-related event. 

Although 1 reviewed all the narrative summaries of the identified adverse events, 1 have not 
reclassified any events myself; the sponsors maintained the blind on treatment when they 
categorized these events, and this is obviously not possible for me. Instead, I have simply noted 
the few cases where in my opinion a different classification of the event might reasonably have 
been made. For a few patients who experienced more than one event of interest, I have chosen to 
count each patient only once in the analysis, at the time of their first event; their subsequent 
events are described under “Coirunents” in appendix table 3. Also described under “Comments” 
are any other adverse events that were prominently associated with the suicidal events. For a few 
of the clinical development programs, there were a sufficient number of cases to warrant a 
discussion of possible contributing clinical factors such as dose and duration of treatment, and I 
have included those details where appropriate. 
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Also included is a summary analysis of the clinical trial data, both overall and by drug and 
indication, with statistical testing. This analysis examines the question of the association of these 
events with active drug treatment in two ways: by calculation of the attributable risk (more 
precisely, the incidence rate difference between drug and placebo), as well as the relative risk 
(i.e., incidence rate ratios for drugtplacebo). All statistical calculations were performed with Stata 
version 7,0 software, (Grateful acknowledgement is made to Dr. Yi Tsong of OPSS for his 
comments on the statistical methods.) 

RESULTS 

Including the previously reviewed data on paroxetine, this analysis comprised a total of 22 
randomized, placebo-controlled trials with 9 different antidepressant drugs in the pediatric 
population. A total of 2298 pediatric subjects were exposed to active drug, for a total of 406.9 
patient-years; for placebo, there were 1952 subjects exposed for a total of 347.6 patient-years. 
(One trial, Study 329 for paroxetine, included an imipramine arm as an active control, in which 
the rate of suicide-related events was intermediate between paroxetine and placebo at 0.24 per 
patient-year, but 1 have omitted those data from this analysis. Also, patient-years of exposure 
were not available for the single trial with bupropion.) 

The sponsors identified a total of 108 patients with suicide-related events in these trials, 74 on 
active drug and 34 on placebo. There were no completed suicides. All 83 patients with suicide- 
related events described in the previous consult were included among these 108 patients. Seventy- 
eight patients had events classified as serious (54 on drug and 24 on placebo), and 75 had events 
classified as “suicide attempts” under the method described above (with 49 suicide attempts on 
drug, and 26 on placebo). Appendix Table 1 presents the complete data on the numbers of these 
events from all 22 clinical trials, and Appendix Table 2 presents the derived rates of these events 
for each trial. Appendix Figures 1 -4 depict graphically the rates enumerated in Appendix table 2, 
for MDD and non-MDD studies. Note that the placebo rates of events vary considerably from 
trial to trial, even within the subgroup of MDD studies. With respect to the classification of 
events, discussion at the 9-16-03 CDER Regulatory Briefing and subsequently has raised 
questions about the appropriateness of the “suicide anempts” classification, since this category 
actually includes all types of deliberate self-injury. Accordingly, in the following I have chosen 
to emphasize the category of serious suicide-related events, rather than the category of suicide 
attempts, as being perhaps more clinically meaningful. The data for the category “suicide 
attempt” are included in Appendix Tables 1 and 2 for completeness. 

Overview of each sponsor’s submission. 

Bupropion (Wellbulrin, NDA 18-644. GlaxoSmithKline, submission dated 8-22-03) 

There were no pediatric studies for the indications of major depressive disorder (MDD) or 
smoking cessation. There was one placebo-controlled pediatric study for the indication of 
attention deficit hyperactivity disorder (ADHD), as shown below. The requested electronic search 
of adverse event data revealed no suicide-related events in this study. 


Indication ! 

Protocol 

No. of 
sites 

Age range 
(yrs) 

Duration 

(wks) 

i N . J 

Bupropion i 

Placebo 

ADHD 

75 

4 

6-12 

6 

71 

36 
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Thus, there are no available data on pediatric suicidality with bupropion in the relevant patient 
populations. 


Mirtazapine (Remeron, NDA 20-415, Organon, submission dated 8-21-03 and email dated 11-24- 
03) 

There was only one clinical protocol in the mirtazapine development program, described below; 
the sponsor conducted two identical studies under that protocol, which were combined for the 
analysis of safety information. 


Indicalion | 

Protocol 

No. of , 
sites ' 

Age range 
(yrs) 

Duration 

(wks) 

Dose I 
(mg/day) | 

N 1 

Mirtazapine ! 

Placebo 

MDD 

003-045 

34 

7-17 1 

8 

1545 

170 

88 


The electronic search of the adverse events terms in study 003-045 yielded a total of 1 3 adverse 
events; these were listed in Organon’s email submission dated 1 1-24-03. Of these 13 events, 10 
were obviously not related to suicidal behaviors and were excluded, leaving 3 cases for further 
review; one of these cases ocurrcd pre-randomization and so was not part of the analysis. 
Additionally, a subject who was hospitalized for suicidal ideation was identified from the review 
of all serious adverse events (subject 0404), yielding a total of 3 cases, summarized in Appendix 
table 3, Note, however, that Organon excluded one of these events from the analysis; subject 
0801, a 9 year old boy receiving mirtazapine treated in the emergency room for an overdose on 4 
Depakote tablets. This was not considered a suicide attempt because the boy took the tablets “on 
a dare.” 

Fluoxetine (Prozac, NDA 18-936, Lilly) 

N.B. The following summary is based primarily upon Lilly's submission to Health Canada dated 
10-7-03, and not their submission to FDA dated 9-2-03, because Lilly discovered an additional 
fluoxetine-associated event while preparing their Canadian submission. For details, please refer to 
Lilly's correspondence dated 10-9-03. 

There were four clinical trials relevant to this analysis, three in MDD and one in obsessive- 
compulsive disorder (OCD). Study HCCJ, a pilot study in adolescent depression, was excluded 
from the sponsor’s Integrated Summary of Safety for the pediatric supplement, but is included in 
this analysis. 


Indication 

Study 

No. of 
sites 

Age range 
(yrs) 

Duration 

(wks) 

Dose 

(mg/day) 

N 

Fluoxetine 

Pbo 

OCD 

HCJW 

22 

7-18 

13 

10-60 

71 

32 

MDD 

HCJE 

22 

8-18 

19* 

20 

109 

110 

MDD 

X065 

1 

8-18 

8 

20 

48 

48 

MDD 

HCCJ 

1 

12-17 

6 

20-60 

2! 

19 


*includes subacute phase (weeks 10-19), during w'bich poorly responding patients could receive a higher dose of 
double-blind study medication 


Lilly’s search for adverse events of interest yielded a total of 220 possibly relevant events. Of 
these, 176 were considered obviously unrelated to the issue of suicidality and were not reviewed 
further (a list of these adverse events was provided by email 11-17-03, and 1 concur with the 
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sponsor that none of the events involve self-haim). The remaining cases are summarized in the 
sponsor’s table, reproduced below. 

Number of patients in pediatric fluoxetine MDD and OCD trials, by search category 
(reproduced from sponsor’s submission) 


Patient Category 

Number of Patients 

1) Suicide-related events witli suicide attempts 
(acute/subchronic phases^) 

10 

2) Suicide-related events with no suicide anempts 
tacutc/subchronic phascst>) 

7 

3) Accidental ovcrdose/dcath 

1 

4) Could be suicide related, but insuflicicnl information 

3 

5) Suicidc-rclatcd event prior to treatment pha.sc 

14 

6) Suicide-related event during extension phase 

2 

7) Suicide-related event that was not treatment emergent 

7 


“ Defined as the acute treatment phases for Studies HCCJ, X065, and HCJW. and the acute and 


subchronic phases from Study Periods 111 through V of Study HCJE. 

Lilly provided narratives on all the cases listed, in their aforementioned submission to Health 
Canada and also in their email submission 1 1-I8-03, My own review of these narratives 
substantiated Lilly’s categorization of them. 

The 17 events in categories 1 and 2 above were included in the analysis; a listing of these patients 
appears in appendix table 3. 

A few observations can be made regarding the clinical details of these cases. With respect to 
dose, among the 9 fluoxetine-treated subjects with suicide-related events, the daily dose at the 
time of event was 20 mg for 7 subjects, 30 mg for one, and 60 mg for one. Median duration of 
treatment for fluoxetine subjects at the time of their event was 38 days, and the corresponding 
median for placebo subjects was 33 days. The adolescent age category predominated; children 
under 12 years of age comprised 43% of the total sample of 458 clinical trial subjects, but only 3 
(18%) of the 17 suicide-related events occurred in children, which is not surprising given the 
relative infrequency of suicidal behavior among children compared to adolescents. Of the 17 
suicide-related events, 13 (76.5%) occurred in female subjects, although females comprised only 
228 (49.8%) of the 458 subjects. 

Regarding the relationship to drug discontinuation, only one of the events (a drug overdose by 
fluoxetine patient 001-6401 in study HCCJ) occurred during the 30-day follow-up period. This 
patient was regarded as having discontinued by virtue of being non-compliant with study 
medication. However, Lilly acknowledged that "events occurring after study completion were 
not systematically collected,” and so some events in the 30-day follow-up period may have been 
missed. 


Nefazodone (Serzone, NDA 20-152, Bristol Myers Squibb, submission dated 8-21-03) 

The table below provides the details for the two randomized, placebo-controlled pediatric studies 
with nefazodone. 


7 




231 


Indication 

Protocol 

No. 

of 

sites 

Age 

range 

<yrs) 

Duration 
(wks) : 

Dose i 

(mg/day) 

N 

Nefazodone 

Placebo 

MDD 

CN104M1 

15 

12-18 

8 

100-600 

95 

95 

MDD 

CN 104 187 

28 

7-17 

8 

100-300 
or 200-600 

184 {both 
arms) 

94 

j 


The sponsor performed the requested search and identified two suicide-related events in these 
trials, both occurring in nefazodone-trealed patients (please refer to Appendix table 3). (In 
addition to these events, the sponsor reported a total of 5 suicide-related events that occurred 
during open label treatment with nefazodone in follow-up to study 187, However, only the two 
events during double-blind treatment are relevant for this analysis.) 

Fluvoxamine (Luvox, NDA 21-519, Solvay, submission doled 8-22-03) 

There was one randomized, placebo controlled pediatric trial with fluvoxamine, described in the 
table below, 


Indication 

Protocol 

1 

No. of ; 
sites 1 

Age range 
(yrs) 

Duration 

(wks) 

Dose ' 
(mg/day) , 

1 _ . . 1 

Fluvoxamine l 

Placebo 

OCD 

114 

20 

8-17 

10 

50-200 

57 

63 


Solvay’s search of the safety dataset for this ffial revealed a single suicide-related event in a 
fluvoxamine-treated patient. 

Sertraline (Zoloft, NDA 19-839, Pfizer, submission dated 9-12-03) 

There were three randomized, placebo-controlled trials in the pediatric population, summarized in 
the table below. In addition, Pfizer is conducting a pediatric trial in post-traumatic stress disorder, 
for which the treatment is still blinded. Note that there were two studies for MDD conducted 
under the same protocol, and these have been combined in this analysis. 


Indication 

Protocol 

No. 

of 

sites 

Age 

range 

(yrs) 

Duration 

(wks) 

Dose 

(mg/day) 

N 

Sertraline 

Placebo 

OCD 

498 

12 

6-17 

12 

25-200 

92 

95 

MDD 

1001/1017 

51 

6-17 

10 

50-200 

189 

184 


The electronic search of adverse event terms yielded 89 potential events from these trials. Pfizer’s 
blinded review of the 89 cases identified 25 patients with possibly relevant events, and further 
review of these cases excluded 19 events (mostly associated with accidental injuries). This 
yielded a total of 9 events occurring among 8 subjects that were considered suicide-related. (My 
own review of the listing of these 89 events did not disclose any additional events that were 
obvious omissions.) In addition, Pfizer performed the requested review of all serious adverse 
events in these trials, yielding one additional case relevant to the analysis (subject 1001-29533- 
2006, who was hospitalized for suicidal ideation). Thus there were a total of 9 patients with 
suicide-related events. It should be noted, however, that in their submission Pfizer questioned the 
clinical relevance of events in two sertraline-treated patients (subject 30506-1076, with self- 
mutilation, and subject 6193-1022, who was hospitalized for suicidal threats), although they did 
not exclude these events from their analysis. 
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Although the number of events was probably too small for any meaningful characterizations, the 
median age among the 6 sertraline treated patients with events was 10 years, somewhat younger 
than seen in other development programs. These 6 subjects included 3 males and 3 females; their 
median dose was 100 mg/day, and all had MDD. 

There were no events reported within the 30-day period after discontinuation of study medication, 
and no events in the OCD trial. Of the nine events, six occurred on drug and three on placebo. Six 
of the nine events occurred in female subjects. With respect to age, there was a somewhat 
different pattern from that seen in other clinical trial programs, since four events out of the nine 
occurred in children rather than adolescents (one event considered a suicide attempt occurred in a 
6 year old boy). The duration of treatment among the six sertraline-associated events ranged from 
2 1 to 50 days, 

CUalopram (Celexa, NDA 20-822, Forest, submission dated 8-21-03) 

There were two randomized, controlled clinical trials in the citalopram pediatric development 
program, summarized below. 


Indication 

Protocol 

No. of 

Age 

Duration 

Dose 

N 



sites 

range 

(yrs) 

(wks) 

(mg/day) 

Citalopram 

Placebo 

MDD 

CIT-MD- 

18 

21 in 
U.S. 

7-17 

8 

20-40 

89 

85 

MDD* 

94404 

31 in 
Europe 

13-18 

12 

10-40 

121 

112 


♦subjects could be inpatients or outpatients 


Note that in addition to these two completed trials, the sponsor is conducting study SCT-MD-1 5, 
a randomized, double blind, placebo controlled trial of escitalopram, the s-isomer of citalopram, 
in children and adolescents with MDD, This trial is still blinded; the total number of subjects 
planned is 264, and there have been two suicide-related events thus far. 

Forest made a couple of departures from the requested methods for the adverse event search. 
They included an analysis of 8 patients who experienced worsening of depression, but not 
suicidal thoughts or behaviors; all these patients w'ere treated with placebo. These events were 
not included in the analysis presented here; the interested reader should refer to their submission 
for details. Forest also reported that their search of all serious adverse events for events involving 
suicidality was not performed blind to treatment. (1 reviewed the serious adverse events in these 
two trials myself, and although I was not blind to treatment group either, 1 did not find any cases 
that w'ere obvious omissions. However, among the serious adverse events, there were 6 placebo- 
treated and 2 citalopram-treated patients in study 94404 with psychiatric hospitalizations. These 
events were not counted in the analysis, however, because suicidality was not specifically 
documented.) 

In addition to the events selected for the analysis. Forest reported that the electronic search 
identified 1 1 patients with “false positives” who were excluded.^ In addition to the electronic 
search. Forest conducted a manual search of all adverse events and patient narratives from the 


‘ Email dated 1 1-17-03 
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tft'O trials, yielding 6 patients with relevant events that were not disclosed in the electronic search. 
This made a total of 30 patients with events. In addition, one patient who took an extra dose of 
medication by mistake was considered to have taken an accidental overdose (patient 485 in study 
94404); this event was not included in the analysis. Two events occurred prior to randomized 
treatment, yielding a total of 28 patients for the analysis (please refer to Appendix table 3 for a 
list of these patients). Note that 27 of the 28 events were classified as suicide attempts. However, 
Forest indicated in an email dated 1 1-17-03 that six ofthe study 94404 patients classified with 
“suicide attempts” (patients 664, 693, 867, 607, 152, and 713) were so categorized simply 
because the recorded preferred term w'as suicide attempt, and not because the event description 
documented self-injurious behavior. 

Four placebo-treated patients and four citalopram-treated patients had events during the 30-day 
follow-up period after the end of randomized treatment. However, two of these 4 placebo 
patients also had events during double blind treatment, and so are counted as having events while 
on-treatraent. Note that patient 007 in study 94404 was actually receiving fluoxetine, not 
citalopram, at the time of the event during the post-study period. 

The median age of the 28 patients with events w'as 16 years; 19 were females and 9 males. 

Among the 13 patients receiving citalopram at the time of their event, the median dose was 20 
mg/day, and the median duration on treatment was 27 days. Forest noted that 1 1 of the 16 
citalopram-treated patients with suicide-related events in smdy 94404 had a past history of 
suicidality. 

Forest also provided an analysis of scores on the suicidality item of the depression rating scales in 
the two trials; i.e., the CDRS-R in study ClT-MD-18, and the K-SADS in study 94404, There was 
a greater improvement on the suicidality item in study ClT-MD-18 with citalopram treatment 
compared to placebo, and this almost reached statistical significance. However, the mean change 
from baseline on item IX from the K-SADS in smdy 94404 was approximately equal between 
citalopram and placebo.’ 

Paroxetine (Paxil, NDA 20-031. GlaxoSmithKline) 

Please refer to the consult dated 9-5-03 for details regarding the paroxetine pediatric clinical trial 
data. Subsequently, GSK provided the agency with a copy of their report to the Committee for 
Proprietary Medicinal Products of the European Agency for the Evaluation of Medicinal Products 
Included in this is an analysis of suicide-related events in adult trials with paroxetine that 
mirrors GSK’s analysis of the pediatric clinical trials. The results of the adult trial analysis show 
essentially no difference in the rates of suicide-related events between paroxetine and placebo 
treatment groups, for all smdies combined or for the subset of MDD trials. This is in contrast to 
the previously described pediatric trial data, w'hich showed a statistically significant increase with 
paroxetine treatment. The sponsor’s tables describing both the adult and the pediatric analyses are 
reproduced in Appendix Figure 5. 

Venlafaxine (Ejfexor and Effexor XR, NBAs 20-151 and 20-699, IVyeth) 

There were four randomized, double blind, placebo-controlled venlafaxine trials in pediatric 
patients, summarized in the following table. The sponsor also reported that two additional 


’ NDA 20-822 8-21-03 submission 
’ NTIA 20-031 11-7-03 electronic submission 
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pediatric placebo-controlled trials, one in social anxiety disorder and one in panic disorder, have 
been completed but are not fully analyzed yet. 


Indication 

Protocol 

No. 

of 

sites 

Age 

range 

(yrs) 

Duration (wks) 

Dose* 

(mg/day) 

N ^ 

Venlafaxine 

Placebo 

MDD 

382 

16 

7-17 

8 + taper 

37.5-225 

80 

85 

MDD 

394 

37 

7-17 

8 + taper 

37.5-225 

102 

94 

GAD** 

396 

39 

6-17 

8 + taper 

37.5-225 

80 

84 

GAD 

397 

35 

6-17 

8 + taper 

37.5-225 

77 

79 


•adminislered as Effexor XR in all trials; dosage based upon weight of subject, and tapered over <2 weeks following 
double-blind treatment 
**Generaiized Anxiety Disorder 


Wyeth identified 16 randomized patients with suicide-related events, along with two MDD 
patients who had events before beginning the study and who were not counted in the analysis. 
Additionally, one more event was identified through review of adverse event narratives, yielding 
a total of 1 7 patients who experienced a total of 20 events of interest. Wyeth counted all 20 
events, rather than simply enumerating the number of patients with events,’ Note that two patients 
were considered to have had separate events a few days apart (patients 39402-004 1 and 39428- 
1087); after review of the narrative summaries, I have elected to count these instead as single 
events, A third patient also had two events, patient 38211-012, but these were separated by 
approximately 3 weeks and I have elected to count only the first event in the analysis that follows. 
Thus, the analysis shown below is based upon the number of patients with events, rather than the 
number of events (as in Wyeth’s analysis). The listing in the Appendix provides further details 
about the patients. 

The patient-years of exposure were not provided in the response to the July 2003 letter, since only 
rates were displayed in that submission; however, the exposures were available from the original 
pediatric exclusivity supplement, Additionally, in Wyeth’s analysis, the “on-therapy" period does 
not include the taper period, but only the period of randomized treatment during which patients 
received their full dose of study medication. Therefor, “on-therapy period -f 30 days” does not 
include a full 30 days from the last dose of study medication, if the patient had a taper following 
the end of their study treatment. This is slightly different from GlaxoSmithKline’s analysis of the 
paroxetine pediatric trials, in which the “on-therapy” period included the taper phase, through the 
last dose of study medication, and the “on-therapy -r 30 days” period included a full 30 days from 
the last dose of study medication. 

With respect to classification of events, there were some issues with the “suicide attempts” 
category. The reason that patient 38205-019 was not counted in the suicide attempt category for 
taking an overdose was unclear. Also, 1 was unable to verify Wyeth’s count of 3 suicide attempts 
on venlafaxine and 2 on placebo in study 382.' Instead, I have used the counts from Wyeth’s 
“Abbreviated Table of Patient Characteristics.”’ 

The median age among the 17 patients with suicide-related events was 13 years. For the 13 
venlafaxine-treated patients, at the time of the event the median dose was 1 12.5 mg/day, and the 
median duration of treatment was 24 days. Wyeth counted any events occurring within 1 day of 


NDA 20-151 submission 8-28-03 
Table 3A, NDA 20-151 submission 8-28-03 
Table 4A, NDA 20-151 submission 8-28-03 
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the last fall dose of study medication as having occurred on-therapy. Five of the 17 events did 
not occur on-therapy, 3 with venlafaxine and 2 with placebo. 

Risk estimates 

Analysis of attributable risk 

Pooling the exposure and event data by drug and by indication provides the results shown in 
tables 1 and 2. Appendix figure 6 displays these same results graphically. Here, an incidence rate 
difference greater than zero would indicate a risk associated with active drug versus placebo, 
while an incidence rate difference less than zero would indicate a protective effect of the drug. 


Table I. 


Attributable risks (incidence rate differences) per patient-year for suicide-related 
events in pediatric trials 

Trials 

Incidence rate difference, 
drug minus placebo 

95% confidence 
interval 

p-value 

Citaloprara 

0.14 

-0.16-0.43 

0.374 

Fluoxetine 

-0.03 

-0.20-0.14 

0.737 

Fluvoxamine 

0.11 

-0.10-0.32 

0.485 

Mirtazapine 

-0.04 

-0.21-0.14 

0.691 

Nefazodone 

0.05 

-0.02-0.12 

0.367 

Paroxetine 

0.12 

0.04-0.20 

0.005 

Sertraline 

0.06 

-0.05-0.17 

0.327 

Venlafaxine 

0.17 

0.02-0.33 

0.029 


All MDD trials 

O.IO 

0.02-0.18 

0.013 

All non-MDD trials 

0.04 

-0.01-0.09 

0.114 

All trials 

0.08 

0.03-0.14 

0.002 


Table 2 


Attributable risks (incidence rate differences) per patienl-year for serious suicide- 
related events in pediatric trials 

Trials 

Incidence rate difference, 
drug minus placebo 

95% confidence 
intervai 

p-value 

Citalopram 

0.24 

-0.01-0.48 

0.063 

Fluoxetine 

-0.02 

-0.18-0.14 

0.775 

Fluvoxamine 

0 

- 

- 

Mirtazapine 

0.04 

-0.04-0.12 

0.654 

Nefazodone 

0.03 

-0.02-0.08 

0.606 

Paroxetine 

0.08 

0.01-0.15 

0.038 

Sertraline 

0.06 

-0.04-0.16 

0.276 

Venlafaxine 

0.06 

-0.07-0.18 

0.379 


All MDD trials 

0.09 

0.02-0.15 

0.015 

All non-MDD trials 

O.OI 

-0.02-0.05 

0.498 

All trials 

006 

0.02-0.11 

0.006 
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The incidence rate differences by drug for MDD trials alone are shown in Appendix Tables 6 and 
7. These data are displayed graphically in Appendix Figure 7, 

It can be seen that overall the data arc consistent with an increased risk of suicidal events with 
active drug treatment; the comparison between active treatment and placebo for all trials pooled 
together is statistically significant (p-value = 0.002 for all suicide-related events, and p-value = 
0.006 for serious suicide-related events). For serious suicide-related events in MDD trials, the 
attributable risk was was 0, 1 9/patient year for drug minus 0. 1 0/patient year for placebo, yielding 
a value of 0.085 events per patient-year of exposure to drug (p-value = 0.01 5), equivalent to 
approximately 1 excess serious suicide-related event per 12 years of drug treatment. The 
observed serious event incidence rate differences are larger in MDD trials (0.085/year) than in 
trials with OCD, GAD and Social Anxiety Disorder (SAD) (0.014/year). 

With respect to individual drugs, the incidence rate differences for all suicide-related events are 
largest for paroxetine, venlafaxine and citalopram, reaching statistical significance for paroxetine 
and venlafaxine. For serious suicide-related events, citalopram showed the largest incidence rate 
difference, which approached statistical significance (p-value = 0.063). 

Analysis of relative risk 

In addition to estimating the excess risk attributable to drug, the data can also be analyzed in 
terms of the relative risk, or more precisely, the ratio of the incidence rates for drug and placebo. 
Accordingly, Mantel-Haenszel combined incidence rale ratios were calculated, stratified by 
study. This approach has the advantage of providing stratification by study, while the analysis of 
excess risk shown above simply involved summing all the relevant data without regard for 
differences between trials. In addition to calculating the combined incidence rate ratio, the Stata 
software also tests for homogeneity of the individual study ratios. 

The Stata output for the “All trials” category is shown in Appendix table 3. There were two 
studies by themselves that showed statistically significant rate ratios for suicide-related events, 
Paroxetine Study 329 and Venlafaxine Study 394. No individual study showed a statistically 
significant protective effect. 

Table 3 below displays the relative risks (more precisely, the incidence rate ratios) for suicide- 
related events and serious suicide-related events for each of the antidepressant drugs, and for all 
21 clinical trials combined. Here placebo is the reference, and thus a value less than one indicates 
a protective effect of the drug, and a value greater than one a risk associated with drug treatment. 
For each combined incidence rate ratio calculated, the Mantel-Haenszel chi-square test showed 
no lack of homogeneity (i.e., indicating that data from the individual studies can be combined 
statistically). 
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Table 3. Combined incidence rate ratios for suicide-rela)ed events and serious suicide-related events 


Drug 

Number 

of 

pediatric 

trials 

Incidence rate ratios* (95% confidence 
interval), by drug 

All suicide-related 
events 

Serious suicide- 
related events 

Paroxetine 

5 

2.69 (1.20-6.00) 

2.19 (0.92-5.24) 

Sertraline 

2 

2.03(0.51-8.16) 

2.52 (0.49-13.01) 

Venlafaxine 

4 

3.33(1.08-10.33) 

1.80 (0.52-6.20) 

Fluoxetine 

4 

0.88 (0.34-2.30) 

0.88 (0.32-2.44) 

Citalopram 

2 

1.41 (0.66-3.00) 

2.54 (0.91-7.05) 

Mirtazapine 

1 

0.53 (0.007-41.45) 

t 

Nefazodone 

2 

t 

t 

Fluvoxamine 

1 

t 

t 

MDD trials 

14 

1.81 (1.19-2.77) 

1.95 (1.19-3.21) 

Non-MDD trials 

7 

2.36 (0.67-8.33) 

1.31 (0.26-6.72) 

All trials 

21 

* 1.86(1.25-2.78) 

1.89 (1.18-3.04) 


fRatio undefined due to zero events in placebo group 
•Mantel-Haenszel method 


It will be seen that the suicide-related event incidence rate ratios for venlafaxine and paroxetine 
indicate an association with drug treatment, and that the corresponding confidence intervals 
exclude one. Overall, the incidence rate ratio of approximately 1.9 for both suicide-related events 
and the subcategory of serious suicide-related events indicate an association of these events with 
drug treatment. Put another way, compared to placebo, treatment with active drug increased the 
rate of suicide-related events by an estimated 85%, and by an estimated 87% for serious suicide- 
related events. For the subgroup of MDD trials, the incidence rate ratios were also statistically 
significant, while for non-MDD trials the incidence rate ratio estimates had very wide confidence 
intervals. 

DISCUSSION AND CONCLUSIONS 

In short-term pediatric trials, antidepressant drug treatment is associated with an increase in 
suicidal adverse events compared to placebo. This finding is seen for both the broad category of 
any suicide-related event, and the more specific category of serious suicide-related events. The 
association is more prominent in the MDD trial data, where the relative risk of serious suicide- 
related events is approximately 1 .9. The rate of serious suicide-related events in MDD trials 
among drug-treated patients was 0.19/patient-year, and was 0.10/patient-year among placebo- 
treated patients. These rates represent one serious event per 5.4 patient-years for drug, and one 
serious event per 9.9 patient-years for placebo, yielding an attributable risk of one additional 
serious suicide-related event per 1 1 .8 patient-years of drug treatment. The finding appears to be 
statistically robust, inasmuch as the p-value for the incidence rate difference for all suicide-related 
events across all trials is 0.002. 

With respect to individual drugs, the data for paroxetine and venlafaxine show a statistically 
significant increase in suicide-related events with active treatment in their pediatric development 
programs. Also, the incidence rate difference for serious suicide-related events with citalopram 
was close to statistical significance (p-value = 0.063). For fluoxetine and mirtazapine, the point 
estimates were consistent with a protective effect, but the confidence intervals for mirtazapine 
were very broad, and even for fluoxetine the confidence interval on the incidence rate ratio 
includes a relative risk of greater than 2. Put another way, although an increase in suicide-related 
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events reached statistical significance for two drugs (paroxetine and venlafaxine), for no drug was 
a protective effect demonstrated at a statistically significant level. 

This analysis has several limitations. Most importantly, it is limited to short-term trials only. 
Conceivably, long-term treatment in patients who have responded positively to a drug might not 
produce an increased risk, or might even provide a protective effect. In other words, it may not be 
appropriate to extrapolate a finding of a risk in short-term trials to use of the drug for long-term 
maintenance treatment, especially if the patients have manifested a clinical response to the drug. 
Unfortunately, there is very little long-term controlled pediatric trial data for antidepressant drugs 
that is available for analysis. 

Another limitation of this analysis is that although there is evidence of a class effect overall, it is 
difficult to know to what extent it applies to particular members of the class. Inspection of the 
confidence intervals for the risk estimates will show that the confidence limits for individual 
drugs overlap considerably. The existing clinical trial data, moreover, cannot provide a fair 
comparison between drugs, since the sizes of the clinical development programs and the specific 
indications studied vary from drug to drug, not to mention the fact that the intrinsic 
pharmacologic and pharmacokinetic properties of the drugs themselves are different. 

A third limitation pertains to the difficulties in standardizing the methodology used by the nine 
different sponsors. Although ail sponsors were given the same set of instructions in the letters 
issued 7-22-03, there were some discrepancies in how these instructions were applied. For 
example. Forest (sponsor of citalopram) performed not only the requested electronic search of all 
adverse event terms, but also a manual search, which yielded cases not found with the electronic 
search. Also, the 30-day follow-up period was interpreted differently by GSK (paroxetine) and 
Wyeth (venlafaxine). GSK counted followed-up time for 30 days after the last dose of study 
medication, and the taper phase was not part of that 30-day period. However, Wyeth began the 
30-day period from the last full dose of study medication, so that the period of dosage taper was 
included in the 30-day follow-up time. Also, Lilly (sponsor of fluoxetine) reported that adverse 
event data was not consistently collected once patients discontinued their study treatment. 

As Appendix figures 1-4 illustrate, there was considerable variability in the rates of these events 
from trial to trial, even within the same indication. This could be due to differences in the patient 
population (some trials included children, for example), or to differences in ascertainment of 
suicide-related events, or to both. This, of course, raises questions about whether it is appropriate 
to combine the data from different trials. The Mantel-Haenszei chi square test for homogeneity 
of the rate ratios, however, did not reveal any statistically significant lack of homogeneity. 

The increase in suicidal events was most clearly demonstrated in MOD trials. However, events 
with active drug treatment were more frequent than events with placebo in non-MDD trials, 
although the numbers are small and the risk estimates are very uncertain. Nonetheless, this leaves 
open the possibility of a drug-associated risk of such behaviors for non-MDD patients, although 
at a much lower incidence rate difference than for MDD patients. 

With respect to clinical factors that might be contributory, as described in the previous consult, 
the paroxetine data suggested a possible role for drug withdrawal, but this pattern was not as 
prominent in the data for other drugs. However, this observation might point to a lack of 
consistency across development programs with respect to ascertainment of adverse events 
following the end of double-blind treatment. 
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The absence of completed suicides in these data is only reassuring to a limited degree. The total 
drug exposure time in these trials was 407 patient-years. For assessing the rate of a rare event 
such as completed suicide with active drug treatment, this is a relatively small data set. To 
illustrate, the upper confidence limit (one sided, 95% level) for the actual rate in the population 
given an observation of no suicides in 407 patient-years is 1 completed suicide in approximately 
136 patient years. 

In contrast to the paroxetine pediatric data, the analysis of suicide-related events in adult 
paroxetine trials, employing methods identical to the corresponding analysis of pediatric trial 
data, failed to show an increase in the rate of such events with paroxetine treatment relative to 
placebo. This was despite the fact that the placebo rate for these events was similar between the 
adult MDD trials (0. 1 0/year) and the pediatric MDD trials (0. 1 3/year). This suggests that adults 
and pediatric patients may have different responses to paroxetine with respect to suicidality. 

Several steps are being taken at the moment to evaluate this signal further. First, a joint meeting 
of the Psychopharmacologic Drugs Advisory Committee and the Pediatrie Subcommittee of the 
Anti-Infective Drugs Advisory Committee will be held 2-2-04 to discuss this issue.'” Secondly, 
DNDP has requested electronic data sets from the sponsors of these clinical trials that will permit 
a more sophisticated statistical analysis. This analysis will permit examination of a number of 
issues that were beyond the scope of this consult, such as adjustment for a number of relevant 
covariates and exploration of risk factors such as agitation and relevant family history. Thirdly, 
DNDP has arranged for a group of suicidology experts at Columbia University to review the 
clinical narrative summaries for all of the identified cases; this will permit a more sophisticated 
case classification, particularly with regards to whether the event was a serious suicide attempt, a 
gesture, or self-mutilation. Fourthly, on 1 1-24-03 DNDP sent a memo to all the sponsors 
requesting a more detailed description of the methods each sponsor used to generate the 
submissions reviewed in this consult, to ensure the highest possible quality of data for review by 
the Columbia University experts. 

One suggestion can be made for the expert group involved in the review of the cases. Because the 
nature and quality of the case reports received from the sponsors (as listed in Appendix Table 3) 
vary considerably, it is likely that even experts in classifying suicidal behaviors will have some 
uncertainty about how to classify some of the case reports. Accordingly, it will be important to 
reserve a category of indeterminate cases with which to do a sensitivity analysis. The principle 
here would be to do an analysis including the doubtful cases, and another analysis excluding 
them, to see if the results are very dependent upon how uncertain cases are classified. 

These initiatives should indeed provide higher-quality data for evaluation of this signal. However, 
in my view, the new analyses are more likely to change the findings for individual studies and 
drug compounds where the numbers are relatively small, than they are to alter the overall finding 
of an increase in suicide-related adverse events and serious suicide-related events with active 
drug treatment compared to placebo. There are, I believe, several reasons for this. First, the 
aggregate findings are statistically robust (e.g., p-value = 0.002). Secondly, the counts of serious 
suicide-related events are, in my view, less likely to be unstable, because of the methods routinely 
employed to account for serious adverse events in clinical trials, and the greater amount of 
clinical information that is often collected about serious adverse events compared to non-serious 
events. Additionally, to the extent that events have been misclassified or overlooked in the 
sponsor’s searches, this would generally be expected to introduce “noise” that would weaken the 
signal and produce a false negative, not generate a false positive. Only a systematic bias that 
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caused events in the placebo group to be missed while events in the drug group were captured 
would be expected to produce a false positive, and it is difficult to conceive of what could 
produce such a bias. 

As previously noted, fluoxetine is currently the only drug approved for pediatric MDD, although 
several drugs are approved for pediatric OCD (see Appendix table 5). As shown in that table, all 
of the four pediatric OCD trials were positive and provided evidence of efficacy for approval of 
the drugs for pediatric OCD. This is in contrast to the experience with pediatric MDD trials, for 
which only 3 of the 15 trials have been judged positive, two with fluoxetine and one with 
citalopram. 

In sum, short-term pediatric clinical trials of antidepressant drugs demonstrate an increased rate 
of suicidal events with active drug compared to placebo. 

Recommendations: Given the strength of the association shown by the present data, the clinical 
importance of the anparenl effect (i.e., an csliniated excess of one additional serious suicide- 
related event per 12 naiieiit-vcars of active trealinenl). and the fact that the additional analyses are 
likely to take several more months to complete w hile considerable numbers of pediatric patients 
are being exposed to tlie.se druus, I favor an iiuei'ini risk manauenient plan rettardim; use of these 
drugs in the pediatric population. This miuhl be of value to physicians, patients and families who 
are faced with the need to make a decision regarding pharmacotherapy at the present lime. 
Sneciricallv. I propose a risk management strategy directed at discouraging off-label pediatric use 
of antidepressant drugs, particularly the use of drugs other than fluoxetine in the Ireatinent of 
pediatric MDD. Conceivably, this might include discotiragine the inilialion of irealnient of drug- 
uaTve pediatric MDD patients with off-label drugs, in the absence of some over-riding clinical 
consideration. fOf course, all such warnings should be made in a manner that emphasizes the fact 
that the available data aonlv only to short-term, acute treatment, and that sudden disconlinuation 
of antidenressant treatment, or discontinuation wiihoiii medical superv isioii. are unwise.) I 
recommend this anproacli because fluoxetine is the only diug shown to be effective iii nediatric 
MDD in two clinical studies fom of two MDD studies conducted'), and alihoiigh the confidence 
l imits are broad, it is the drug for which the estimate of the relative risk of suicidal events appears 
most favorable. 


Andrew D. Mosholder, M.D., M.P.H. 
Epidemiologist 


Mary Willy, Ph.D. 
Epidemiology Team Leader 
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Comments 


•o 

X 

Hospitalized 

Second episode of self mutilation 
on day 46 

Hospitalized. Also had mild 
aeitation. 

Also noted to have restlessness 

Hospitalized; also experienced 
agitation 

Minor bum wounds. Subject later 
denied suicidality 

Second suicide attempt by 
overdose on day 66 

Serious 

(y/n) 

7^ 


>- 
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5 

"O 
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lA 

Suicidal ideation 

Self mutilation 

Suicidal ideation 

MuitidruK overdose 

Threatened to jump from vehicle, suicidal 
ideation 

Attempted self-immolation 

Attempted suicide by hanging 
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Comments 

Agitation reported on previous day 

Personality disorder; 24 days post-tx had 
another suicide-related event 


Patient had received fluoxetine X 25 days 
since completing trial 


Patient had been discontinued from study on 
dav 8 because of abnl clinical laboratories 

Made a second overdose later in trial 

Event coded as medication error 

Subject was an inpatient at screening 

Subject was an inpatient at screening 

Subject was an inpatient at screening 

Subject was an inpatient at screening. No 
explanation for why this was not designated a 
serious event. 


Event coded as medication error 

Also developed agitation, mood lability 

Subject was an inpatient at screening. Also 
experienced anxiety 

Also experienced anxictv 

Patient cut her wrist 4 days after overdose 

On day 22. rc-hospitaiized for suicidality, and 
on day 8 ! , another overdose 

Re-hospitalized for suicidality on day 36 

Treated with citalopram after hospitalization 

Also receiving oxazepam for anxiety 

Serious 

(y/n) 

Z 

Z 
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s 

U 

Attempted to hang self (but not 
designated as a serious event) 

Severe suicidal tendency (no details) 

Multiple drug overdose 

Hospitalized for suicidality; overdose 
on naproxen on dav 6 of hospitalization 
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Mild self-mutilation of arms 

Duration 

(days) 


+4 post study 

•o 

3 

1 

? 

•D 

3 

s 

b. 

+ 


9 

O' 

O' 


+2 post study 

> 

-o 

2 

0 

e 

T 

_J 

s 

¥ 


S 


s 


1 

llll 

o 

(S 


o 

e 

o 

© 

o 

T 

© 



© 


■ 

■ 

■ 



1 

1 

paroxetine 

Paroxetine 

-S 

i 

Cu 

e 

g 

(B 

b 

4> 

S 

1 

i 

b 

1 

£ 

Paroxetine 

Paroxetine 

Paroxetine 

Paroxetine 

Paroxetine 

Placebo 

Placebo 

Placebo 

Placebo 

placebo 

Placebo 

1 

b 


E 

■ 

1 

s 

e 

B 

■ 

a 

B 

B 

B 

I 

m 

B 

B 

B 

B 

B 

< o « 

E 

1 

1 

a 

B 

B 

a 

i 

s 

B 

B 


•V 

B 

I 

B 

B 

B 

S 

lO 

o 

S 

r- 

37704200315 

C\ 

s 

o 

O' 

"T 

o 

r~ 

fO 

Sc 

O 

sc 

r» 

xC 

Pi 

© 

'O 

v. 

o 

© 

o 

NO 

p«. 

•>o 

67610124629 

70116325718 

© 

s 

oc 

o 

o 

= 

r- 

S 

s 

rr 

i 

0 

1 

3770050023 1 

oc 

s 

c 

© 

c 

o 

p> 

37702900024 

't 

© 

© 

o 

o 

I'' 

oo 

so 

O 

r- 

■o 

p- 

r*' 

OO 

© 

Indicat 

ion 

Q 

O 

s 

MDD 

D 

Q 

S 

D 

< 

C 

< 

CO 

Q 

< 

to 

SAD 

MDD 

a 

Q 

S 

Q 

Q 

5 

Q 

U 

O 

Q 

Q 

2 


Q 

a 

3 

o 

Q 

s 

a 

o 

5 

D 

a 

5 

Q 

O 

2 

Study 

1 

S 

P; 

>0 

\o 

r~ 

© 

I 

676 

o 

© 

pv 

o 

r~ 

*» 

o 

p- 

O' 

n 



r»l 

r-- 

1" 

1 

o 

r-. 


Comments 

'> 

b 

ut 

-o 


Hospitalized 

~D 

'c. 

o 

X 

o 

X 

Treated at ER and released 

Hospitalized 

On day 43 of trial, hospitalized 
for swallowing aftershave 

Serious 

(y/n) 

>- 

Z 

>• 

>• 

>- 

>• 

> 

Z 

Event 

! 

Angry, kicked a cabinet 

Suicidal ideation 

Suicidal ideation, auditory hallucinations 

Overdose on vcnlafaxine 300 mg 

Suicidal ideation, scratching on arms 

Overdose on study medication (-8 
capsules) 

Suicidal ideation with plan to overdose | 

Mild self-injurious behavior 

Duration 

(days) 

S 

1 

-I- 


O' 

CM 


a 

1 

r- 

+ 


= 

f3 

Dose 

(mg/day) 

■ 


1C 

< 

Z 

' 

■ 



e 

o 

S 

Placebo 

vcnlafaxine ER 

vcnlafaxine ER 

vcnlafaxine ER 

Placebo 

Placebo 

venlafaxine ER 

venlafaxine ER 

CA U K 


- 

2 

- 

2 

u. 

u. 

u. 

< C u 



2 


2 

2 

m 

o 

PtlD 

38202-036 

38204-023 

1 

© 

00 

38205-019 

00 

© 

o 

c 

38207-023 

o 

9 

O' 

o 

© 

indicat 

ion 

d 

O 

2 

D 

Q 

2 

D 

O 

2 

MDD 

Q 

a 

2 

MDD 

O 

O 

2 

MDD 

Study 

s 

s 

s 


K 

382 

382 

382 










248 


Hospitalized (considered 2 
events by sponsor) 

- 

o ' 

E ' 

X i- 

3 

1 

Hospitalized; drug screen 
positive for PCP (considered 2 
events by sponsor) 


Treated at ER and released. Not 
considered a serious event 

Hospitalized 

1 

5 

a. 

X 

>“ 

>- 2 

' z 

>- 

Z 

Z 

>■ 


Suicidal ideation, plan to stab seif 

Suicidal and homicidal ideation I 

Mild suicidal ideation I 

Rage attack, suicidal, homicidal 

Mild self-mutilation 

Overdose on study medication (17 
capsules) 

Overdose of 1 8 Excedrin PM tablets 
foilowine fieht with boyfriend 

Suicidal (wrapped cord around neck), 
aeitated, and phvsicallv agressive 

25 and 29 

- 

- '■O 

47 and 50 


+6 post tx 

2 

+3 post tx 

75 


s jq 

ISO 

SiC 

• 

■ 

' 

S 

1 

>« 

"c 

venlafaxine ER 

a Ul 

1 <2 
II 

venlafaxine ER 

ec 

U) 

.1 

1 

04 

lU 

s 

J2 

e 

Placebo 

04 

UJ 

c 

1 

*5 

si 

s 

2 

^ 2 

2 

u. 

b. 

a. 

2 

- 



£ 

2 

2 

r«- 

o 

39402-0041 

39404-0126 

39420-0769 

39428-1087 

39435-1366 

39440-1561 

39701-0012 

39710-0361 

MDD 

a 

9 

2 

MDD 

MDD 

Q 

D 

2 

MDD 

GAD 

GAD 

394 


f 

394 

m 

394 

397 

397 



249 


Appendix table 4 . Steta outputs for calculation of combined incidence rate ratios 


Category: Suicide-related events 


Study ) 

IRR 

(95% Conf. 

Interval] 

M-H Weight 


003-045 ! 

.5281385 

.0067291 

41.45135 

. 6543909 

(exact ) 

1001/1017 ! 

3.028078 

,5414406 

30.67137 

.9953421 

(exact) 

114 ! 


.0272237 


0 

(exact ) 

141 i 


.0235638 


0 

(exact) 

187 1 


.0130205 


0 

(exact) 

329 1 

8 

1.072641 

354.959 

.5 

(exact) 

377 ! 

1.152439 

.3216551 

5.121634 

2.645161 

(exact) 

382 1 

1.775317 

.3454063 

11.43182 

1.452651 

(exact ) 

394 1 


1.39804 


0 

(exact) 

396 1 




0 

(exact) 

397 i 

.9837456 

.0125341 

77.21001 

.5040969 

(exact) 

498 t 

0 

0 

40.8801 

.4882943 

(exact) 

676 1 


.6083716 


0 

(exact) 

701 1 

1.59375 

.1825649 

19.08565 

.969697 

(exact ) 

704 1 


.0296822 


0 

(exact) 

94404 i 

1.611357 

.6704749 

4.137106 

4.720969 

(exact) 

CIT-MD-18 1 

.46875 

.0079441 

9.004248 

1.032258 

(exact) 

HCCJ i 

1 

.0127412 

78.48575 

.5 

(exact) 

HCJE 1 

. 8856201 

.1649537 

4.754807 

2.121318 

(exact) 

HCJW 1 

.7910853 

.0411829 

46.67882 

.7165671 

(exact) 

X065 1 

.8689261 

.0629945 

11.98569 

1.070133 

(exact } 

Crude ! 
M-H combined 1 

1.859448 

1.863115 

1.223071 

1.246773 

2.879198 

2.784147 


(exact) 

Test of homogeneity (M-H) chi2(13) = 

Category: Serious suicide-related events 

7.67 Pr>chi2 =* 0.8642 


Study ) 

IRR 

(951 Conf. 

Interval] 

M-H Weight 


003-045 ! 


.0135386 


0 

(exact) 

1001/1017 1 

2.523398 

.4131554 

26.50048 

.9953421 

(exact) 

114 i 




0 

(exact) 

141 1 




0 

(exact) 

187 1 


.0130205 


0 

(exact) 

329 i 

7 

.8993189 

315.599 

.5 

(exact) 

377 1 

.8963415 

.2278526 

4.175488 

2.645161 

(exact) 

382 1 

1.06519 

.1426495 

7.953972 

1.452651 

(exact) 

394 I 


.4008445 


0 

(exact ) 

396 1 




0 

(exact) 

397 i 

.9837456 

.0125341 

77.21001 

.5040969 

(exact) 

4 98 i 




0 

(exact) 

676 1 




0 

(exact) 

701 1 

3.1875 

.2559633 

167.3341 

.4848485 

(exact) 

704 1 


.0296822 


0 

(exact) 

94404 1 

2.537888 

.8637632 

9.002482 

2.62276 

(exact) 

CIT-MD-18 1 




0 

(exact) 

HCCJ 1 

1 

.0127412 

78.48575 

.5 

(exact) 

HCJE 1 

.8856201 

.1186016 

6.613087 

1.590989 

(exact) 

HCJW 1 

.7910853 

.0411829 

46.67882 

.7165671 

(exact) 

X065 1 

.8689261 

.0629945 

11.98569 

1.070133 

(exact) 

Crude i 

1.922267 

1.168124 

3.25143 


(exact) 

M-H combined ( 

1.890265 

1.175603 

3.039376 




Test of homogeneity (M-H) chi2(10) = 6.44 Pr>chi2 = 0.7768 
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Appendix table 5. Summary of efficacy findings from eight pediatric antidepressant development 
programs 


Drug 

Indication 

Approval 
status for 
pediatric use* 

Study 

N 


Drug 

Placebo 

Efficacy results on primary variable 

Paroxetine 

MDD 

NA 

329 

93 

88 

Failed (but + on secondary variables) 

377 

181 

95 

Failed 

701 

104 

102 

Failed 

OCD 

AE 

704 

99 

107 

+ 

SAD 

Not submitted 

676 

165 

157 

? (not submitted) 

Sertraline 

MDD 

NA 

iOOl/1017 

189 

184 

Two studies under same protocol, both 
failed (but + if data pooled) 

OCD 

AP 

498 

92 

95 

+ 

Venlafaxine 

MDD 

NA 

382 

80 

85 

Failed 

394 

102 

94 

Failed 

GAD 

NA 

396 

80 

84 

Failed, by a small margin (p=0.09) 

397 

77 

79 

+ 

Fluvoxamine 

OCD 

AP 

i!4 

57 

63 

+ 

Mirtazapine 

MDD 

NA 

003-045 

170 

88 

Two studies under this protocol, both 
failed 

Fluoxetine 

MDD 

AP 

HCJE 

109 ~ 

110 


X065 

48 

48 

+ 

OCD 

AP 

HCJW 

71 

32 


Nefazodone 

MDD 

NA 

Ml 

102 

99 

Failed, by a small margin (p=0.08) 

187 

184 

94 

Failed 

Citalopram 

MDD 

NA 

CiT-MD- 

18 

89 

85 


94404 

J21 

112 

Failed 


• NA not approvabie, AE approvable, AP approved 
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Appendix Table 6. 


Attributable risks (incidence rate differences) per patient-year for suicide-related 
events in pediatric MDD trials 

Drug 

Incidence rate difference, 
drug minus placebo 

95% confidence 
interval 

p-value 

Citalopram 

0.14 

-0.16-0.43 

0.374 

Fluoxetine 

-0.02 

-0.21-0.17 

0.829 

Mirtazapine 

-0.04 

-0.21-0.14 

0.691 

Nefazodone 

0.05 

-0.02-0.12 

0.367 

Paroxetine 

0.15 

-0.01-0.31 

0.088 

Sertraline 

o.n 

-0.05-0.30 

0.176 

Venlafaxine 

0.33 

0.05-0.62 

0.020 

All MDD trials 

0.10 

0.02-0.18 

0.013 


Appendix Table 7. 


Attributable risks (incidence rate differences) per patient-year for serious suicide- 
related events in pediatric MDD trials 

Drug 

Incidence rate dilTerence, 
drug minus placebo 

95% confidence 
interval 

p-value 

Citalopram 

0.24 

-0.01-0.48 

0.063 

Fluoxetine 

-0.02 

-0.20-0.16 

0.842 

Mirtazapine 

0.04 

-0.04-0.12 

0.654 

Nefazodone 

0.03 

-0.02-0.08 

0.606 

Paroxetine 

0.13 

-0.02-0.27 

0.121 

Sertraline 

0.09 

-0.07-0.25 

0.284 

Venlafaxine 

0.11 

-0.11-0.33 

0.337 

AH MDD (rials 

0.09 

0.02-0.15 

0.015 
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Appendix Figure 2. 

Rates per patient-year of serious suicide-related events (SRE) 
by treatment group for MOD trials 


□ Drug rate serious sre IPbo rate serious sre 
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Appendix Figure 3. 


Rates per patient-year of suicide-related events (SRE) by 
treatment group for non-MDD tnats 


B Drug rate SRE M Pbo rate SRE ; 



1 








1 

1 





F 
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1 


1 


I 



id 





Effexor 

Effexor 

Paxil 

Zoloft 

Luvox 

Prozac 

Paxii Total 

GAD 

GAD 

OCD 

OCD 

OCD 

OCD 

SAD 

396 

397 

704 

498 

114 

HCJW 

676 


Appendix Figure 4. 


Rates per patient-year of serious suicide-related events 
(sre) by treatment group for non-MDD trials 

I M Drug rate serious sre ■ Pbo rate serious sre 



Effexor 

Effexor 

Paxil 

Zoloft 

Luvox 

Prozac 

Paxil 

GAD 

GAD 

OCD 

OCD 

OCD 

OCD 

SAD 

396 

397 

704 

498 

114 

HCJW 

676 
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Appendix Figure 5 (reproduced from !he sponsor’s submission) 


CONFtDENTlAL 

Seroxat Adicte 31 - Consolidated Response Document 

Table 2.9 incidence and Incidence Density for PossiUy Suicide'Related 
Events by Treatment Group and indication 
Paediatric Placebo Controlled Trials 

On-Therapy (including Taper Phase) ptus 30 days post-therapy 


Indication 


Paroxetine 

Placebo 

Odds RaOo (95% Ci) 

P value 

Overati 

nIH {%) 

PYE 

n/PYE 

25/738 (3-4%) 
176 

0.14 

8/647 (1.2%) 
149 

0.05 

2.80(1.25,6.25) 

0.012 

0.017 

Depression 

n/N (%) 

PYE 

nfPYE 

20/378 (5.3%) 
85 

0.24 

8/285 (2.8%) 

61 

0.13 

1.93(0.84,4.46) 

0.12 

0.16 

OCD 

n/N(%) 

PYE 

n/PYB 

1/195 (0.5%) 

41 

0.02 

0/205 (00%) 

41 

0.00 


0,49 

SAD 

n/N (%) 

PYE 

n/PYE 

4/165 (2-4%) 

51 

0.08 

0/157 (0-0%) 

46 

0,00 


0.12 


Data Source: Appertdix 28. Taoie 2 66 


CONFIOENTIAL 

Seroxat Article 3l ■ Consolidated Response Document 

Table 2.5 Incidence and Incidence Density for Possibly Sulcide-Reiated 
Events by Treatment Group and Indication 
Adult Placebo Controlled Trials 

On-Therapy (Including Taper Phase) plus 30 days post-therapy 


Indication 


Paroxetine 

Placebo 

Odds Ratio (95% Cl) 

P value 

Overall 

iVN(%) 

92/8481 (1.1%) 

63/5808(1.1%) 

1.00 (0,72,1.38) 

1.00 


PYE 

1916 

1313 




n/PYE 

0,05 

005 


1,00 

Depression 

n/N(%) 

74/3421 (2.2%) 

44/2117 (2.1%) 

1.04 (0.71,1.52) 

0.92 


PYE 

671 

428 




n/PYE 

0,11 

0.10 


0.71 

GAO 

fVN{%) 

2'1182 (0.2%) 

2/985 (0,2%) 

083(0 12,5.92) 

1.00 


PYE 

259 

211 




n/PYE 

0.01 

001 


0.84 

oco 

n/N (%) 

3/542 (0,6%) 

4/265(1.5%) 

0,36(0,08.1.63) 

0.23 


PYE 

141 

61 




n/PYE 

0 02 

007 


0.14 

PMOO 

n/N(%) 

0/760 (0,0%) 

0/379 (0.0%) 




PYE 

208 

102 




n/PYE 

0,00 

000 



PTSD 

n/N (%) 

7/786 (0.9%) 

6/598(1.0%) 

0.89(0,30.2.65) 

1.00 


PYE 

174 

138 




n/PYE 

0.04 

004 


0.89 

Panic 

n/N(%) 

3/920 (0,3%) 

4/780 (0 6%) 

0.63 (0.14,2 84) 

0.71 


PYE 

237 

186 




n^YE 

0.01 

002 


0.48 

SAD 

n/N(%) 

3/870 (0.3%) 

3/684 (0.4%) 

0-79 (0.16,3.90) 

1.00 


PYE 

225 

187 




n/PYE 

0.01 

0,02 


0.82 


Daa Source. Apperdu 2B. TaPie 2.02 
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Appendix Figure 6. 


Incidence rate difference (drug-placebo) for suicide-related 
events, by drug, with 95% confidence intervals 
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Incidence rate difference (drug-placebo) for serious suicide 
related events, by drug, with 95% confidence intervals 
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Appendix Figure 7. 


Incidence rate difference per year (drug-placebo) 
suicide-related events, MDD trials, with 95%conf. 
intervals 



Incidence rate difference per year (drug-placebo), 
serious suicide related events, MDD trials, with 95% 
confidence intervals 
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PROPOSED AGENDA FOR FEBRUARY 2 
As Revised at the 12/9 Planning Meeting 


Tab 25 


TIME 

TOPIC 

PRESENTER 

8:00 

Welcome/Introductions 

Russell Katz 

8:10 

Pediatric Drug Development Program 

OCTAP 

8:30 

Epidemiology of Depression/Suicide and 



Suicide Attempts in Pediatrics 

David Schaffer 

8:50 

Clinical Presentation of Depression in Children 

Cynthia Pfeiffer 

9:15 

Break 


9:30 

Open Public Hearing 


11:30 

Lunch 


12:30 

Limited Overview of Paxil Controlled Trials 



and Controlled Trials of Other Antidepressants 

Andrew Moshoider 

1:15 

Presentation of AERS Data: Paxil/Celexa 



Obligatory 1-Year Reporting 

Solomon lyasu 

1:30 

AERS Data [scope to be determined] 

ODS 


General Use Data 

ODS/ David Schaffer? 


Specific Use Data 

ODS 

2:00 

Open Public Hearing 


2:30 

Break 


2:45 

Overview of Proposed Analysis of All 8 Anti- 
Depressants - Reclassification and Patient Level 



Data Analysis 

Thomas Laughren 

3:15 

Columbia Presentation 


3:30 

Challenges of Analysis/Plans to Address 



Challenges - Patient Level Data Analysis 

Tarek Hammad 

3:45 

Discussion 


5:45 

Adjourn 
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PROPOSED AGENDA FOR FEBRUARY 2 
As Revised at the 12/9 Piaoning Meeting 


TIME 

TOPIC 

PRESENTER 

8:00 

W elcome/Introductions 

Russell Katz 

8:10 

Pediatric Drug Development Program 

OCTAP 

8:30 

Epidemiology of Depression/Suicide and 



Suicide Attempts in Pediatrics 

David Sj/haffer 

8:50 

Clinical Presentation of Depression in Children 

Cynthia Pfeiffer 

9:15 

Break 


9:30 

Open Public Hearing 


11:30 

Lunch 


12:30 

Limited Overview of Paxil Controlled Trials 



and Controlled Trials of Other Antidepressants 

Andrew Mosholder ^ 

J:15 

Presentation of AERS Data: Paxil/Celexa - 

( 

Obligatory l-Year Reporting 

Solomon lyasu 

1:30 ^ 

p AERS Data [scope to be determined]-<6r 

ODS 

V f 

General Use Data n 
■ Specific Use Data j 

ODS/ David Schaffer? 


ODS 

2:00 

Open Public Hearing 


2:30 

Break 


2:45 

Overview of Proposed Analysis of All 8 Anti- 
Depressants - Reclassification and Patient Level 



Data Analysis 

Thomas Laughren 

3:15 

Columbia Presentation 


3:30 

Challenges of Analysis/Plans to Address 



Challenges - Patient Level Data Analysis 

Tarek Hammad 

3:45 

Discussion 


5:45 

Adjourn 
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PROPOSED AGENDA FOR FEBRUARY 2 
As Revised by T. Laughton, 12/30/03 


Tab 26 


TIME 

TOPIC 

PRESENTER 

8:00 

Welcome/Introductions 

Russell Katz 

8:10 

Pediatric Drug Development Program 

OCTAP 

8:30 

Pediatric Depression and Its Treatment 

Cynthia Pfeffer 

8:50 

Epidemiology of Depression and Suicide in 
Pediatrics 

David Schaffer 

9:15 

Break 


9:30 

Open Public Hearing 


11:30 

Lunch 

Solomon lyasu 

12:30 

Presentation of AERS Data; Paxil/Celexa 
Obligatory 1 -Year Reporting 

1^1*0 

AERS Data tf '* sUtAxO 

ODS 

trtS-l-so 

Open Public Hearing 


2:00 

Break 


2:15 

Regulatory History on Antidepressants and 
Suicidality and Update on Current Plans for 
Analysis of Pediatric Suicidality Data 

Thomas Laughren 

(fKeliy Posrw^ 

3:00 

Reclassification of Clinical Cases 

3:15 

Plans for Analysis of Patient Level Data for 
Pediatric Studies 

i arekTIarnmad 

3:30 

Commmittee Discussion 


5:45 

Adjourn 






260 

PROPOSED AGENDA FOR FEBRUARY 2 
As Revised by T. Laughren, 12/30/03 


TIME 

TOPIC 

PRESENTER 

8;00 

Welcome/Introductions 

Russell Katz 

8;10 

Pediatric Drug Development Program 

OCTAP 

8:30 

Pediatric Depression and Its Treatment 

Cynthia Pfeffer 

8:50 

Epidemiology of Depression and Suicide in 
Pediatrics 

David Schaffer 

9:15 

Break 


9:30 

Open Public Hearing 


11:30 

Lunch 


12:30 

Presentation of AERS Data: Paxil/Celexa 
Obligatory 1-Year Reporting 

Solomon lyasu 

12:45 

AERS Data 

ODS 

1:15 

Open Public Hearing 


2:00 

Break 


2:15 

Regulatory History on Antidepressants and 
Suicidality and Update on Current Plans for 

Thomas Laughren 


Analysis of Pediatric Suicidality Data 

Posner^ v/clk 

3:00 

Reclassification of Clinical Cases 

3:15 

Plans for Analysis of Patient Level Data for 
Pediatric Studies 

Tarek Hammad 

3:30 

Commmittee Discussion 


5:45 

Adjourn 
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AGENDA FOR FEBRUARY 2, 2004 

As Revised at the 1/12/04 Planning Meeting 

TIME 

TOPIC 

PRESENTER 

8:00 

Welcome/Introductions 

Russell Katz 

8:10 

Pediatric Drug Development Program 

Diane Murphy 

8:30 

Pediatric Depression and Its Treatment 

Cynthia Pfeiffer 

8:50 

Epidemiology of Depression and Suicide in 



Pediatrics 

David Schaffer 

9:15 

Break 


9:30 

Open Public Hearing 


11:30 

Lunch 


12:30 

Presentation of AERS Data: PaxiFCelexa 



Obligatory 1 -Year Reporting 

Solomon lyasu 

12:50 

AERS Data 

ODS 

1:30 

Open Public Hearing 


2:00 

Break 


2:15 

Regulatory History on Antidepressants and 
Suicidality and Update on Current Plans for 



Analysis of Pediatric Suicidality Data 

Thomas Laughren 

3:00 

Reclassification of Clinical Cases 

Kelly Posner 

3:15 

Plans for Analysis of Patient Level Data for 



Pediatric Studies 

Tarek Hamm ad 

3:30 

Committee Discussion 


5:45 

Adjourn 
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AGENDA FOR FEBRUARY 2, 2004 
As Revised at the 1/12/04 Planning Meeting 


Tab 27 


TIME 

TOPIC 

PRESENTER 

8:00 

Welcome/Introductions 

Chair 

8:10 

Overview of Issues 

Russell Katz 

8:15 

Pediatric Drug Development Program 

Diane Murphy 

8:30 

Pediatric Depression and Its Treatment 

Cynthia Pfeffer 

8:50 

Epidemiology of Depression and Suicide in 



Pediatrics 

David Shaffer 

9:15 

Break 


9:30 

Open Public Hearing 


11:30 

Lunch 


12:30 

Presentation of AERS Data: Paxil/Celexa 



Obligatory 1 -Year Reporting 

Solomon lyasu 

12:50 

Pediatric & Adolescent Antidenressant Daia 
Use in the U.S. 

Gianna Riizoni 

4*501:1 

AERS-Bata-Oftlce of Drue Safety Data 

©BSAndrew Mosholder 

0 

Resources for the Study of Suicidal Events 
Associated with Pediatric Use of 
Antidenressants 


1:30 

Open Public Hearing 


2:00 

Break 


2:15 

Replatory History on Antidepressants and 
Suicidality and Update on Current Plans for 



Analysis of Pediatric Suicidality Data 

Thomas Laughren 

3:00 

Reclassification of Clinical Cases 

Kelly Posner 

3:15 

Plans for Analysis of Patient Level Data for 



Pediatric Studies 

Tarek Hammad 

3:30 

Committee Discussion 


5:45 

Adjourn 
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AGENDA FOR FEBRUARY 2, 2004 
As Revised at the 1/12/04 Planning Meeting 


TIME 

TOPIC 

PRESENTER 

8:00 

Welcome/Introductions 

Russell Katz 

8:10 

Pediatric Drug Development Program 

Diane Murphy 

8:30 

Pediatric Depression and Its Treatment 

Cynthia Pfeiffer 

8:50 

Epidemiology of Depression and Suicide in 



Pediatrics 

David Schaffer 

9:15 

Break 


9:30 

Open Public Hearing 


11:30 

Lunch 


12:30 

Presentation of AERS Data: Paxil/Ceiexa 



Obligatory 1-Year Reporting 

Solomon lyasu 

12:50 

AERS Data 

ODS 

1:30 

Open Public Hearing 


2:00 

Break 


2:15 

Regulatory History on Antidepressants and 
Suicidality and Update on Current Plans for 



Analysis of Pediatric Suicidality Data 

Thomas Laughren 

3:00 

Reclassification of Clinical Cases 

Kelly Posner 

3:15 

Plans for Analysis of Patient Level Data for 


Pediatric Studies 

Tarek Hammad 

3:30 

Committee Discussion 


5:45 

Adjourn 
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RE Pediatric Suicide Labeling Changes.txt 
From: Mosholder, Andrew D 

Sent: Tuesday, February 10, 2004 11:07 PM 

To: willy, Mary E 

Subject: RE: Pediatric Suicide Labeling Changes 

I concur, Mary. 


Tab 28 


By the way, with the agency about to take some kind of action on this issue, is 
there any renewed interest on the part of Mark or Anne for finalizing my consult? If 
so, you can give me a call at home. I can put it in OFS from here if necessary, 
(seems to me that if we wait until after the agency has acted, the consult will be 
moot.) 


If there’s still disagreement, we can always fall back on the Resolution of Disputes 
MaPP (attached). 


Thanks , 
Andy 


Original Message 

From: willy, Mary E 

Sent: Tuesday, February 20, 2004 9:18 am 

To: Pamer, Carol; Mosholder, Andrew D; Trontell , Anne E; Avigan, Mark I; 

Seligman, Paul 

Subject: RE: Pediatric Suicide Labeling Changes 

Mark, will you send these on to neuropharm or how will these thoughts be 
communicated? 

Mary's comments (in italics): I think there should be more emphasis on the risk 
benefit - 

" Although a causal link between antidepressant use and 

the emergence of such symptoms in association with suicidal impulses has not been 
definitely establishedj consideration should be given to the risk/benefit of 
treatment when initiating the medication and discontinuing the medication when such 
symptoms are severe, abrupt in onset, or were not part of the patient’s presenting 
symptoms. 

Carol's comment; 

I only have one minor comment, since I did not review the clinical trials data or 
Andy's consult. I suggest adding to the 3rd paragraph "Families, caregivers, and 
educators of patients being treated...." since these are children who spend most of 
their days at school. 

Andy's comments: 

I think the proposed labeling offers sound advice to clinicians and patients. Its 
major weakness, 1n my opinion, is that it fails to distinguish between the current 
data for adults and pediatric patients. For adults, the evidence of drug-induced 
suicidality comes solely from case series and anecdotal reports; data from adult 
clinical trials have not shown an increase in these events relative to placebo 
controls. One interpretation is that if these events are truly adverse reactions to 
drug, they must be fairly rare and are thus invisible in the comparison between drug 
and placebo. For pediatric patients, on the other hand, the clinical trial data 
suggest that patients are actually more likely to have these events on drug than 
they are on placebo, with the possible exception of fluoxetine. 

Of course, I realize that the folks in dnop are not prepared to acknowledge a signal 
in the pediatric trials without confirmation by the Columbia university experts. 
Perhaps that is the reason for the statement, ’...a causal link between 

Page 1 
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RE Pediatric Suicide Labeling changes.txt 

antidepressant use and the emergence of such symptoms in association with suicidal 
impulses has not been established..." But it seems to me that for pediatric use, one 
would have to say that a causal link, if not established, is at least suspected. 

It might be of interest to compare Wyeth’s Dear Health Care Provider letter 
regarding Effexor (attached), though I'm told that DNDP has not accepted Wyeth’s 
Changes Being Effected labeling. 

I hope these comments are useful . 

Andy 

« File: Dear HCP letter.pdf » 


original Message 

From: Trontell, Anne E 

Sent: Monday, February 09, 2004 11:44 AM 

To: Avigan, Mark I; Seligman, Paul; willy, Mary E; Mosholder, Andrew D; Pamer, 

carol 

Subject: RE: Pediatric Suicide Labeling changes 

Importance: High 

Mark, 

Thanks for jumping on this one. will you coordinate DDREs input with your own and 
run it past Paul or myself before sending it back to Paul David? Thanks. 

Anne 


Original Message 

From: Avigan, Mark I 

Sent: Monday, February 09, 2004 11:16 

To: seligman, Paul; Trontell, Anne E; willy, Mary E; Mosholder, Andrew D; Pamer, 

carol 

Subject: FW: Pediatric Suicide Labeling Changes 

importance: High 

Folks in OOS, 

I think that the general labeling changes that have been proposed are quite oood. 

My only suggested edits are for some reordering and clarification of drug-related 
suicidality (as described by the ac). 

Your thoughts before sending back to Paul David? 

Mark A. 

original Message 

From: David, Paul A 

Sent: Monday, February 09, 2004 10:36 AM 

To: lenkins, lohn K; calson, Steven; Kweder, Sandra L; Temple, Robert; Trontell, 

Anne E; willy, Mary E; Mosholder, Andrew D; Seligman, Paul; Avigan, Mark I; Murphy, 
Dianne; Murphy, Shirley; lyasu, Solomon; Addy, Rosemary; Cummins, Susan; Roberts, 
Rosemary 

Cc: Katz, Russell G; Laughren, Thomas P; Andreason, Paul I; Stasko, Robert; 

Martin, Terry; Racoosin, ludith A; Hammad, Tarek 
Subject: Pediatric suicide Labeling changes 

Importance: High 

AS recommended by the advisory committee members at the 2-2-04 ac meeting, 120 has 

Page 2 
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RE Pediatric Suicide Labeling Changes.txt 
taken the lead in drafting revisions to labeling which will be sent out to all 9 
drugs discussed at the AC meeting. 

once we have hammered out the labeling, 120 will issue Cbe supplement request 
letters to the sponsors requesting that they implement these changes immediately. 
120 also intends to draft a Public Health Advisory with the goal of this issuing in 
the next few weeks. 

Another initiative, post labelinq revisions and pha, is to have the sponsors 
implement a MedGuide targeting this event as well as changing to unit of use 
packaging. 

The Commissioner has been in contact with Dr. Steven Galson on this topic, and he 
would like the Agency to act quickly as a foUow-up to our 2-2-04 meeting. 

Therefore, we are requesting input on the proposed labeling revisions from the team 
by COB Wednesday 2/11. 

Thanks, 

Paul 

« File: Label 03.doc » 


Page 3 
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MEMORANDUM 

Tab 29 


DEPARTMENT OF HEALTH AND 

HUMAN SERVICES 

PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND 

RESEARCH 


PID# D030341 

DATE: March 15,2004 

From: Anne Tronteli, M.D., Deputy Director 

Office of Drug Safety, HFD-400 

TO: Russell Katz, M.D., Director 

Division of Neuropharmacological Drug Products. HFD*I20 

SUBJECT : Office of Drug Safety Cover Memorandum 

Follow-up Consult to 9-4-03 consult by Andrew Mosholder on Suicidality in 
pediatric clinical trials with paroxetine and other antidepressant drugs: 

Drugs: paroxetine, sertraline, venlafaxine, fluoxetine, fluvoxamine, 
citalopram, nefazodone, mirtazapine, and bupropion 


Dr. Mosholder has concluded from his composite analysis of preliminary data from the randomized clinical 
trials (RCTs) of selective serotonin reuptakc inhibitors (SSRJs) in pediatric psychiatric conditions, that 
short-term use of these drugs is associated with a statistically and clinically significant elevation in the risk 
of self-injurious events over placebo. He found the short-term excess risk of SSRIs relative to placebo to 
be statistically significant in trials of major depressive disorder (h^D), but not in those for nonMDD 
indications. Based on these findings and the limited number of SSRJ trials showing efficacy in pediatric 
MDD, Dr. Mosholder advocates discouraging antidepressant drugs outside their labeled efficacy 
indications. Specifically, he notes that only fluoxetine has demonstrated efficacy in pediatric MDD, and 
that the point estimate of its relative risk for suicide-related events of O.SS (95% Cl 0.34-2.30) “appears 
most favorable.” 

Dr. Mosholder’s conclusions arc based upon thoughtful consideration of what are, at this point, preliminary 
data. Systematic data collection and coding have not been assured, and unblinded analyses by Dr. 
Mosholder were not possible. Dr. Mosholder notes these deficiencies, but expresses his belief that only 
systematic bias could explain away his findings, and so “interim risk management” around labeled efficacy 
should be done pending definitive analyses. 

As Dr. Mosbolder*s supervisors. Dr. Avigw and 1 disagree with his proposed interim risk management 
which implies making treatment recommendations about off-label use for SSRIs in pediatric psychiatric 
illness. In particular, we disagree that the data are suflicienliy robust to advocate preferential use of 
fluoxetine in pediatric MDD. AVe note that the point estimate suggesting a modest protective effect in 
serious suicide-related events was not statistically significant, and that the 95% confidence interval could 
not rule out a doubling of the risk. We share Dr. Moshoider's concern about the potential excess risk of 
self-injurious behavior in pediatric patients treated with SSRIs, and agree that these potential concerns 
should be transmitted widely to physicians, patients, and parents when these drugs are used. Such 
information-sharing should reinforce prudent use and close patient foliow-up in initiating therapy with 
SSRIs, particularly among patients being treated for MDD. We support additional adjudicated analyses 
being done by Columbia University, and once they arc complete, recommend their comparison to Dr. 
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Moshoider’s preliminary findings with due consideration and appropriate sensitivity analyses around 
indeterminate cases of self-injury. 

Like Dr. Avigan, I believe the current safety data from pediatric SSRl RCTs arc insufficiently characterized 
to assure they are free from nonrandom sources of error that may lead to erroneous conclusions. In 
particular, I believe they do not warrant making ircaimcni recommendations at this lime addressing labeled 
or unlabeled uses, particularly to suggest relative safety for one product over another. 

1 agree with Dr. Avigan’s comments that the studies as analyzed by Dr. Mosholder may not be sufficiently 
homogeneous to support their composite analysis. Additional examination of the clinical trial data, along 
with additional statistical testing for homogeneity should be done to determine if making conclusions based 
on the combined data is valid. Dr. Avigan notes that differences in the selection of patient populations 
among the different trials may have led to individual differences in the seif-injury risk of patients. This 
concern is supported by the observation of differences among the placebo rates of suicide-related events 
among the diflerent trials, as well as the differential rates and relative risk of self-injurious behaviors across 
individual drug trials. Dr. Mosholder himself notes that the post-hoc ascertainment methods for suicide- 
related events were different among the sponsors of different drug trials. He docs not mention the 
possibility that ascertainment differences may also have influenced data collection during the RCTs 
themselves, since self-injurious behaviors were not elicited prospectively or systematically. Investigator 
practices in eliciting, recording, or coding these events were not likely to have been done in a consistent 
fashion. 

In addition to inconsistent ascertainment of self-injurious adverse events. Dr. Moshoider’s analyses do not 
describe imbalances in individual treatment times (c.g. lime-adjusted survival analyses) that may have 
occurred due to differential dropout rates of placebo patients relative to treated patients. The common side- 
effect profile of SSRls (including akaihesia) may have led to the loss of true blinding by cither the 
investigator, patient, or both, and so influenced decision-making about continuing participation In the trial. 
Such a scenario would allow for the possibility that more severely ill patients (perhaps at higher risk of 
self-injurious behavior) might have been preferentially retained in active treatment. 

In conclusion. Division and Office management within the Office of Drug Safety support Dr. Mosholdcr’s 
concerns that pediatric patients being treated for MDD with SSRJs may experience an increase in self- 
injurious behaviors that may in turn, place them at greater risk of suicidal behaviors. We disagree as to the 
conclusiveness of this finding for making of psychiatric treatment recommendations such as the preferential 
use of fluoxetine in pediatric MDD. We instead advocate widespread information-sharing with clinicians, 
patients, and parents addressing the poieniia! emergence of self-injurious behavior in the initial treatment of 
pediatric psychiatric illness, and urge anentive patient follow-up by all parties. We support the timely 
completion of adjudicated data analyses by Columbia University, and a reexamination of the data and 
consideration of clinical treatment recommendations when the Joint FDA Pediatric and Neurological 
Advisory Committee is reconvened later in 2004. 
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MEMORANDUM DEPARTOENT OF HEALTH AND HUMAN 

SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND 
RESEARCH 


PID# D030341 

DATE: March 6, 2004 

From: Mark Avigan, M.D., C.M., Director 

Division of Drug Risk Evaluation, HFD-430 

TO: Russell Katz, M.D., Director 

Division of Neurophannacological Drug Products, HFD-120 

SUBJECT: Suicidality in pediatric clinical trials with paroxetine and other 

antidepressant drugs; Follow-up to 9-4-03 consult 

Drugs; paroxetine, sertraline, venlafaxine, fluoxetine, fluvoxamine, 
citalopram, nefazodone, mirtazapine, and bupropion 


The attached memorandum from Andrew D. Mosholder, M.D., M.P.H., an epidemiologist in the 
Division of Drug Risk Evaluation/Office of Drug Safety, contains an analysis of suicidality in 
pediatric clinical trials with paroxetine and other antidepressant drugs and recommendations for a 
plan of action. An emphasis has been placed in suicide-related outcomes in the composite of 
randomized controlled trials of each pediatric drug development program. In Dr. Mosholder’s 
analysis, for most but not all drugs of this class, there is a trend towards an increased attributable 
risk of suicide-related events linked to randomization to active drug, compared to placebo. 
Moreover, a meta-analysis of Major Depressive DisorderfMDD) studies across alt drug programs 
reveals that the active treatment arm is associated with an increased risk for these events. 

This meta-analysis raises critical concerns that must be addressed to optimize pharmacotherapy of 
pediatric MDD and other psychiatric illness(es). As Director of the Division of Drug Risk 
Evaluation, 1 have reviewed this document and support the analyses and conclusions that it 
contains, with the following exceptions and/or additions: 

• Based on limitations in the data-set that has been made available, the meta-analysis that has 
been performed does not justify a recommendation for a labeled contraindication for use in 
‘all pediatric patients' of any of the reviewed drugs, at this time, 

• As pointed out in Dr. Laughren’s review', between individual trials, for each drug, there are 
inconsistencies of results of suicidality. This observation beckons for a more rigorous 
analysis of similarities and differences between the trials in their design and implementation. 


‘ Thomas P. Laugbren; Background on Suicidality Associated with Antidepressant treatment; submitted 
January 5, 2004; presented at Psychopharmacologic Drugs Advisory Committee and Pediatric 
Subcommittee of the Anti-Infectives Advisory Committee, February 2, 2004 


3 



270 


In reviewing the clinical trial database to understand differences in suicidality bcm cen trials 
the following elements should be elucidated: 

• enrollment criteria (patient characteristics) 

• classification criteria for including/excuding suicidality events 

• protocols for following and assessing patients before, during and after treatment 

• Reasons for absence of efficacy for different agents in pediatric trials remain unclear. 

Whether differences in trial results are related to inherent differences in pharmacological 
properties between agents, or in trial characteristics (enrollment, powering, efficacy 
measures, etc.) has not yet been elucidated. Thus, at this time, differential labeling of 
fluoxetine to imply more a more favorable benefit/risk profile should be approached with 
caution. 

• Although the rates of severe agitation and completed suicides have been reported in pediatric 
patients treated with anti-depressants, other events, including ‘possible’ and even ‘serious’ 
suicide-related events, appear to be much more common. Further information to understand 
the predictive relationship between these outcomes is critical in the interpretation of safety 
events associated with clinical trials. 

• Dr. Mosholder’s recommendation to discourage initiation of ‘off-label’ treatment of pediatric 
patients is based on a justifiable concern that in this age group, with the exception of 
fluoxetine, efficacy to treat MDD has not been demonstrated. Although off-label treatment is 
not directly discourages, the FDA Public Health Advisory issued on October 27, 2003 states: 

.. 'FDA emphasizes that, for the 7 drugs evaluated in pediatric major depressive disorder 
(MDD), data reviewed by FDA were adequate to establish effectiveness in MDD for only one 
of these drugs, Prozac (fluoxetine). Failure to show effectiveness in any particular study in 
pediatric MDD, however, is not definitive evidence that the drug is not effective since trials 
may fail for many reasons, FDA recognizes that pediatric MDD is a serious condition for 
which there are few established options, and that clinicians often must make choices among 
treatments available for adult MDD. ' 

FDA emphasizes that these drugs must be used with caution ' 

At this time, because of lack of information, I do not support an explicit labeled instruction to 
avoid all ‘off-label’ treatment. Rather, an interim plan should be implemented to 
comprehensively inform physicians, patients and their families of the possible serious risks 
attached to treatment (in addition to their underlying psychiatric condition) suggested by 
some spontaneous reports that the agency has received. As part of this effort, explicit labeling 
about the association of antidepressant treatment with an increase in agitation, alcathisia, 
aggression, depression, etc., that has been observed in some cases should be adopted. In 
addition, strategies to effectively communicate this information, in order to enhance vigilance 
of patients and their families and promote appropriate physician follow-up, should be 
developed. 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN 

SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND 
RESEARCH 


PID# 

D030341 

DATE: 

February 1 8, 2004 

FROM: 

Andrew D. Mosholder, M.D., M.P.H., Epidemiologist 

THROUGH: 

Mark Avigan, M.D., Director 

Division of Drug Risk Evaluation, HFD-430 

TO: 

Russell Katz, M.D., Director 

Division of Neuropharmacological Drug Products, HFD-I20 

SUBJECT: 

Suicidality in pediatric clinical trials with paroxetine and other 
antidepressant drugs: Follow-up to 9-4-03 consult 


Drugs; paroxetine, sertraline, venlafaxine, fluoxetine, fluvoxamine, 
citalopram, nefazodone, mirtazapine, and bupropion 


EXECUTIVE SUMMARY 


This consult is a follow-up to the previous consult on this topic, dated 9-5-03. As described in 
that consult, GlaxoSmithKline (GSK) performed an analysis of suicidal behaviors in their 
paroxetine pediatric clinical trial database, and found that there was a statistically significant 
increase in suicide-related adverse events for paroxetine-treated subjects compared to placebo. 
The method GSK used for their analysis involved an electronic search of the adverse event data 
for certain events that might have represented suicidal behaviors, followed by a blinded review of 
these events to select those that appeared to be probably related to suicide. In July 2003, the 
Division of Neuropharmacological Drug Products (DNDP) requested the sponsors of the other 
antidepressant drugs to replicate GSK’s analysis in their own pediatric clinical trial databases. 
This consult summarizes the results of these analyses for 22 short-term placebo-controlled trials 
involving 9 different antidepressant drugs. 

These trials included a total of 4250 pediatric subjects, 2298 treated with active drug and 1952 
treated with placebo. There were 108 patients with suicide-related events (74 on active drug and 
34 on placebo); 78 of these adverse events were serious (54 on active drug and 24 on placebo). 

Considering individual development programs separately, the data for venlafaxine and paroxetine 
showed a statistically significant increase in suicide-related events relative to placebo. 
Additionally, on one measure (the incidence rate difference for serious suicide-related events) the 
data for citalopram approached statistical significance (p-value = 0.063). The relative risks for 
suicide related events with two compounds, fluoxetine and mirtazapine, were below one, raising 
the possibility of a protective effect. However, the mirtazapine relative risk estimate of 0,5 was 
based on a veiy small number of events and had very broad confidence intervals. The relative risk 
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of suicide-related events for fluoxetine was 0.9 (95% confidence limits 0.3-2.3). (For all the 
other drugs, the relative risk estimates were greater than one, or undefined because of no events 
on placebo.) 

Overall, comparing active drug treatment to placebo, there was an association of suicide-related 
events (incidence rate difference 0.08/year, p-va!ue = 0.002) and serious suicide-related events 
(incidence rate difference 0.06/year, p- value = 0.006) with active drug treatment. This association 
was observed principally in major depressive disorder (MDD) trials, where the relative risk was 
1 .8 (95% confidence limit 1 .2 — 2.8) and the attributable risk was 0.24/patient year for drug 
minus 0. 1 4/patient year for placebo, yielding a value of 0. 1 0 per patient-year of exposure to drug 
(p-value = 0.01 3). For serious suicide-related events in MDD trials, the relative risk was 1 .9 (95% 
confidence interval 1. 2-3.2), and the attributable risk was was 0,19/patient year for drug minus 
0.10/patient year for placebo, yielding a value ofO.085 events per patient-year of exposure to 
drug (p-value = 0.015), equivalent to approximately 1 excess serious suicide-related event per 12 
years of drug treatment. For non-MDD trials, the data also showed a higher rate of events with 
active drug treatment, but the attributable risk for serious events was much smaller than for MDE 
trials (0.01/year), and the data were not statistically significant. 

There are a number of limitations to this analysis, the chief among them being that the clinical 
trial data are limited to short-term use of these drugs. Unfortunately, there are not comparable 
data available regarding safety and efficacy of long-term use of these drugs in pediatric patients. 
Also, although there were attempts to standardize the methodology and case definitions among 
the various sponsors, in practice there may have been differences because each sponsor conductei 
their own separate analysis. 

At the present time, a number of additional steps are under way to enhance the quality of the data 
for the assessment of this signal. These initiatives include arranging for a blinded review of the 
clinical trial cases by suicidology experts at Columbia University, requesting additional details or 
how each sponsor conducted their analysis, and obtaining electronic clinical trial datasets for eacl 
study to permit a more sophisticated statistical analysis. 

However, while these efforts will yield valuable information, particularly at the level of the data 
for individual trials and drugs, in my view it is unlikely that the new information will alter the 
basic finding of an association of suicide-related events and serious suicide-related events with 
active treatment. This is because of the size of the effect and the statistical significance of the 
overall finding. Also, it seems less likely that misclassification or failure to identify relevant 
events would produce a false positive signal; rather, those types of errors tend to weaken a signal. 
Only systematic bias could be reasonably expected to yield a false positive signal of this 
magnitude, and that seems unlikely. 

Recommendations ; Given the strength of the association shown by the present data, the clinical 
importance of the apparent effect (i.e.. an estimated excess of one additional serious suicide- 
related event per 1 2 patient-years of active treatment), and the fact that the additional analyses are 
likely to take several more months to complete while considerable numbers of pediatric patients 
are being exposed to these drugs, 1 favor an interim risk management plan regarding use of these 
drugs in the pediatric population. This might be of value to physicians, patients and families who 
are faced with the need to make a decision regarding pharmacotherapy at the present time. 
Specifically, 1 propose a risk management strategy directed at discouraging off-label pediatric use 
of antidepressant drugs, particularly the use of drugs other than fluoxetine in the treatment of 
pediatric MDD. Conceivably, this might include discouraging the initiation of treatment of drug- 
naive pediatric MDD patients with off-label drugs, in the absence of some over-riding clinical 
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consideration. (Of course, all such warnings should be made in a manner that emphasizes the fact 
that the available data apply only to short-term, acute treatment, and that sudden discontinuation 
of antidepressant treatment, or discontinuation without medical supervision, are unwise.) 

I recommend this approach for two reasons. First, of all the drugs with pediatric MDD clinical 
trial programs, only fluoxetine is approved for pediatric MDD, on the basis of two positive 
clinical studies (out of two MDD studies conducted). Of course, the failure to demonstrate 
efficacy in pediatric MDD trials with other antidepressants does not necessarily mean that these 
other drugs are ineffective in pediatric MDD. Still, for drugs other than fluoxetine, judgement 
regarding their efficacy in pediatric MDD must remain a matter of speculation until further trials 
are conducted. Secondly, although the confidence limits are broad, fluoxetine is the drug for 
which the estimate of the relative risk of suicidal events appears most favorable. 


BACKGROUND 

This memorandum is in follow-up to our consult to DNDP dated 9-5-03. On May 22 of this year, 
GlaxoSmithKline submitted an analysis of adverse events related to suicidal behaviors in 
pediatric trials of paroxetine (Paxil, NDA 20-03 1 ). The sponsor performed this analysis by 
conducting an automated, electronic search of the safety database from their pediatric trials for 
adverse event terms that would suggest suicidal behaviors. This analysis showed a statistically 
significant increase in such behaviors with paroxetine treatment, compared to placebo. A previous 
consult reviewed these data, and also provided a preliminary analysis of data from seven other 
pediatric development programs for other antidepressant drugs. ^ Overall, there was a statistically 
significant increase in suicidal adverse events for active drug treatment compared to placebo, 
similar to the findings from the paroxetine trials. These findings were discussed at a CDER 
Regulatory Briefing.’ 

However, this preliminary review of pediatric trials with the other antidepressant drugs was 
limited to a manual search of the reports submitted to FDA. In order to provide a meaningful 
comparison to the paroxetine findings, the Division of Neuropharmacological Drug Products 
requested the sponsors of eight other drugs (sertraline, venlafaxine, fluoxetine, fluvoxamine, 
citalopram, nefazodone, mirtazapine, and bupropion) to conduct a search of their databases 
similar to the analysis performed by GlaxoSmithKline, All of the 8 sponsors responded to this 
request within the next few months. The purpose of this memorandum is to summarize the 
findings reported in those submissions. 

With respect to pediatric indications for the antidepressant drugs, clomipramine, fluvoxamine, 
sertraline and fluoxetine are approved for pediatric obsessive compulsive disorder. 

(Clomipramine is an older tricyclic compound that was not part of this analysis.) For pediatric 
major depressive disorder (in children 8 years and up), the only drug approved is fluoxetine. 
Appendix table 5 presents a summary of the efficacy results from placebo-controlled trials with 
the aforementioned drugs, along with the regulatory status of the drugs for pediatric use. 

METHODS 

The sponsors of the aforementioned 8 drugs all received identical information request letters from 
DNDP dated 7-22-03. The letters asked for the following analyses for all randomized, placebo- 


’PID# 0030341,9-4-03. 

’ CDER Regulatory Briefing 9- 1 6-03 
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controlled trial involving pediatric subjects (the indented text below is reproduced from the 
letters): 


The identificalion of the following events should be done blinded to treatment to avoid bias. All adverse 
events occurring vviihin 30 days of the iasf dose of drug should be included in the search. 

“Suicide-related events” should be identified using the following algorithm: 

• Any events coded to preferred terms that include the text strings “suic” or "overdos” 

• Exclude “accidental overdose” cases 

• Regardless of the preferred term to which the verbatim term is mapped, all verbatim terms should be 
searched for the following text strings: “attempt”, “cut”, “gas”, "hang”, “hung”, “jump”, “muiilat-", 
“overdos-”, “self damag-”, "self harm” “self inflict”, “self injur-”, “shoot”, “slash”, “suic-” 

• Any terms identified by this search because the text string was a substring of an unrelated word 
should be excluded (for example, the text string “cut” might identify the word “acute”) 

• In addition to the algorithm above, narratives of all serious adverse events (SAEs) should be reviewed 
(in a blinded fashion) to identify any additional cases of suicidality or self- harm. In particular, SAEs 
related to mania and hostility should be examined closely for suicidality or self-harm. 

• Any death found to be due to suicide or overdose should be included (if not already identified by the 
previous search methods). 

We are also interested in an analysis of suicide anempts. “Suicide attempts” are a subset of the “suicide- 
related events” identified above; (hey should be identified using a blinded hands-on review of the records 
of all patients identified by the above algorithm as having a "suicide-related event". For the purposes of 
this analysis, any case in which the patient exhibited self-injurious behavior should be considered as a 
suicide attempt. Any case in which the patient’s suicidal ideation did not lead to self-injurious behavior 
should be excluded from this subset. 

Separate analyses should be performed for the group of “suicide-related" events and the group of “suicide 
attempts”. Both the risk (# of events/# of patients) and die rate (# of cvenis/person-time exposure ) should 
be presented by treatment group. Ail treatment groups should be presented, including active controls. If 
a study has a blinded extension phase, events identified while the patient is in that extension phase should 
be excluded. 

In addition to presenting the overall risks and rates across all indications and within each indication, the 
following stratified analyses should be performed; 

• Child (<12) vs. Adolescent (>® 12). 

• On-therapy vs. On-therapy + 30 days. 

• Within each indication, data from each trial should be presented separately. 

Also requested were detailed clinical data about the patients identified as having suicidal events, 
in the form of narrative summaries and tabulations. 

The analyses submitted by each sponsor are summarized herein. A brief description of the 
relevant pediatric clinical trials is presented for each drug. Also, Appendix table 3 lists each 
pediatric subject having a suicide-related event. 

Although 1 reviewed all the narrative summaries of the identified adverse events, 1 have not 
reclassified any events myself; the sponsors maintained the blind on treatment when they 
categorized these events, and this is obviously not possible for me. Instead, I have simply noted 
the few cases where in my opinion a different classification of the event might reasonably have 
been made. For a few patients who experienced more than one event of interest, I have chosen to 
count each patient only once in the analysis, at the time of their first event; their subsequent 
events are described under “Comments” in appendix table 3. Also described under “Comments” 
are any other adverse events that were prominently associated with the suicidal events. For a few 
of the clinical development programs, there were a sufficient number of cases to warrant a 
discussion of possible contributing clinical factors such as dose and duration of treatment, and I 
have included those details where appropriate. 
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Also included is a summary analysis of the clinical trial data, both overall and by drug and 
indication, with statistical testing. This analysis examines the question of the association of these 
events with active drug treatment in two ways: by calculation of the attributable risk (more 
precisely, the incidence rate difference between drug and placebo), as well as the relative risk 
(i.e., incidence rate ratios for drugiplacebo). All statistical calculations were performed with Staia 
version 7.0 software. {Grateful acknowledgement is made to Dr. Yi Tsong of OPSS for his 
comments on the statistical methods.) 

RESULTS 

Including the previously reviewed data on paroxetine, this analysis comprised a total of 22 
randomized, placebo-controlled trials with 9 different antidepressant drugs in the pediatric 
population. A total of 2298 pediatric subjects were exposed to active drug, for a total of 406.9 
patient-years; for placebo, there were 1 952 subjects exposed for a total of 347.6 patient-years. 
(One trial. Study 329 for paroxetine, included an imipramine arm as an active control, in which 
the rate of suicide-related events was intermediate between paroxetine and placebo at 0.24 per 
patient-year, but ] have omitted those data from this analysis. Also, patient-years of exposure 
were not available for the single trial with bupropion.) 

The sponsors identified a total of 108 patients with suicide-related events in these trials, 74 on 
active drug and 34 on placebo. There were no completed suicides. All 83 patients with suicide- 
related events described in the previous consult were included among these 108 patients. Seventy- 
eight patients had events classified as serious (54 on drug and 24 on placebo), and 75 had events 
classified as “suicide anempts” under the method described above (with 49 suicide anempts on 
drug, and 26 on placebo). Appendix Table 1 presents the complete data on the numbers of these 
events from all 22 clinical trials, and Appendix Table 2 presents the derived rales of these events 
for each trial. Appendix Figures I -4 depict graphically the rates enumerated in Appendix table 2, 
for MDD and non-MDD studies. Note that the placebo rates of events vary considerably from 
trial to trial, even within the subgroup of MDD studies. With respect to the classification of 
events, discussion at the 9-16-03 CDER Regulatory Briefing and subsequently has raised 
questions about the appropriateness of the “suicide attempts” classification, since this category 
actually includes all types of deliberate self-injury. Accordingly, in the following 1 have chosen 
to emphasize the category of serious suicide-related events, rather than the category of suicide 
attempts, as being perhaps more clinically meaningful. The data for the category “suicide 
attempt” are included in Appendix Tables 1 and 2 for completeness. 

Overview of each sponsor’s submission. 

Bupropion (H'ellbulrin, NDA 18-644, GlaxoSmithKline, submission dated 8-22-03) 

There were no pediatric studies for the indications of major depressive disorder (MDD) or 
smoking cessation. There was one placebo-controlled pediatric study for the indication of 
attention deficit hyperactivity disorder (ADHD), as shown below. The requested electronic search 
of adverse event data revealed no suicide-related events in this study. 


Indication 

Proto«>i 

No. of 
sites 

Age range 
(yrs) 

Duration 

(wks) 

N 


Placebo 

ADHD 

75 

4 

6-12 

6 


36 


9 











Thus, there are no available data on pediatric suicidality with bupropion in the relevant patient 
populations. 


Mirlazapine (Remeron, NDA 20-415, Organon, submission dated 8-21-03 and email dated 11-24- 
03) 

There was only one clinical protocol in the minazapine development program, described below; 
the sponsor conducted two identical studies under that protocol, which were combined for the 
analysis of safety information. 


Indication 

Protocol 

No. of 

sites 

Age range 

(yrs) 

Duration 

(wks) 

Dose 

(mg/day) 

N 

Mirtazapine 

Placebo 

MDD 

lllltMliW 

34 

7-17 

S 

15-45 


88 


The electronic search of the adverse events terms in study 003-045 yielded a total of 1 3 adverse 
events; these were listed in Organon’s email submission dated 11-24-03. Of these 13 events, 10 
were obviously not related to suicidal behaviors and were excluded, leaving 3 cases for further 
review; one of these cases ocurred pre-randomization and so was not part of the analysis. 
Additionally, a subject who was hospitalized for suicidal ideation was identified from the review 
of all serious adverse events (subject 0404), yielding a total of 3 cases, summarized in Appendix 
table 3. Note, however, that Organon excluded one of these events from the analysis: subject 
0801, a 9 year old boy receiving mirtazapine treated in the emergency room for an overdose on 4 
Depakote tablets. This was not considered a suicide attempt because the boy took the tablets “on 
a dare.” 

Fluoxetine (Prozac, NDA 18-936, Lilly) 

N.B. The following summary is based primarily upon Lilly’s submission to Health Canada dated 
10-7-03, and not their submission to FDA dated 9-2-03, because Lilly discovered an additional 
fluoxetine-associated event while preparing their Canadian submission. For details, please refer to 
Lilly’s correspondence dated 10-9-03. 

There were four clinical trials relevant to this analysis, three in MDD and one in obsessive- 
compulsive disorder (OCD). Study HCCJ, a pilot study in adolescent depression, was excluded 
from the sponsor’s Integrated Summary of Safety for the pediatric supplement, but is included in 
this analysis. 


Indication 

Study 

No. of 
sites 

Age range 
(yrs) 

Duration 

(wks) 

Dose 

(mg/day) 

N 

Fluoxetine 

■asa 

OCD 

HCJW 

22 

7-18 

13 


71 

mm 

MDD 

Esai 

22 

8-18 

19* 

heshi 


WM 

MDD 

fSlSi 

1 

8-18 

8 

20 

48 

IHfilll 

MDD 

Hca 

1 

12-17 

6 


21 



* includes subacute phase (weeks 10-19), during which poorly responding patients could receive a higher dose of 
double-blind study medication 

Lilly’s search for adverse events of interest yielded a total of 220 possibly relevant events. Of 
these, 176 were considered obviously unrelated to the issue of suicidality and were not reviewed 
further (a list of these adverse events was provided by email 11-17-03, and I concur with the 
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sponsor that none of the events involve self-harat). The remaining cases are summarized in the 
sponsor’s table, reproduced below. 

Number of patients in pediatric fluoxetine MDD and OCD trials, by search category 
(reproduced from sponsor’s submission) 



Number of Patients 

1) Suicide-related events with suicide attempts 
(acute/subchronic phases^) 

10 

2) Suicide-related events with no suicide attempts 
(acute/subchronic phases") 

7 

3) Accidental overdose/death 

1 

4) Could be suicide related, but insufficient information 

3 

5) Suicide-related event prior to treatment phase 

14 

6) Suicide-related event during extension phase 

2 

7) Suicide-related event that was not treatment emergent 

7 


“ Defined as the acute treatment phases for Studies HCCJ, X065, and HCJW, and the acute and 


subchronic phases from Study Periods III through V of Study HCJE. 

Lilly provided narratives on all the cases listed, in their aforementioned submission to Health 
Canada and also in their email submission 11-18-03. My own review of these narratives 
substantiated Lilly’s categorization of them. 

The 17 events in categories 1 and 2 above were included in the analysis; a listing of these patients 
appears in appendix table 3. 

A few observations can be made regarding the clinical details of these cases. With respect to 
dose, among the 9 fluoxetine-treated subjects with suicide-related events, the daily dose at the 
time of event was 20 mg for 7 subjects, 30 mg for one, and 60 mg for one. Median duration of 
treatment for fluoxetine subjects at the time of their event was 38 days, and the corresponding 
median for placebo subjects was 33 days. The adolescent age category predominated; children 
under 12 years of age comprised 43% of the total sample of 458 clinical trial subjects, but only 3 
( 1 8%) of the 1 7 suicide-related events occurred in children, which is not surprising given the 
relative infrequency of suicidal behavior among children compared to adolescents. Of the 17 
suicide-related events, 1 3 (76.5%) occurred in female subjects, although females comprised only 
228 (49.8%) of the 458 subjects. 

Regarding the relationship to drug discontinuation, only one of the events (a drug overdose by 
fluoxetine patient 001-6401 in study HCCJ) occurred during the 30-day follow-up period. This 
patient was regarded as having discontinued by virtue of being non-compliant with study 
medication. However, Lilly acknowledged that “events occurring after study completion were 
not systematically collected,” and so some events in the 30-day follow-up period may have been 
missed. 


Nefazodone (Serzone, NDA 20-152, Bristol Myers Squibb, submission dated 8-21-03) 

The table below provides the details for the two randomized, placebo-controlled pediatric studies 
with nefazodone. 
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Indication 

Protocol 

No. 

of 

sites 

Age 

range 

(yrs) 

Duration 

(wks) 

Dose 

(mg/day) 

N 

Nefazodone 

Placebo 

MDD 

CN104141 

15 

12-18 

8 

100-600 

95 

95 

MDD 

CNI04187 

28 

7-17 

g 

100-300 
or 200-600 

1 84 (both 
arms) 

94 


The sponsor performed the requested search and identified two suicide-related events in these 
trials, both occurring in nefazodone-treated patients (please refer to Appendix table 3). (In 
addition to these events, the sponsor reported a total of 5 suicide-related events that occurred 
during open label treatment with nefazodone in follow-up to study 187. However, only the two 
events during double-blind treatment are relevant for this analysis.) 

Fluvoxamine (Luvox, NDA 2J-5I9, Solvay. submission dated 8-22-03) 

There was one randomized, placebo controlled pediatric trial with fluvoxamine, described in the 
table below. 


Indication 

Protocol 



Duration 

(wks) 

Dose 

(mg/day) 

1 ^ _ 1 

Fluvoxamine ■ 

Placebo 

ESslH 

114 

1 20 1 

1 8-17 1 



57 1 

63 


Solvay’s search of the safety dataset for this trial revealed a single suicide-related event in a 
fluvoxamine-treated patient. 

Sertraline (Zoloft, NDA 19-839, Pfizer, submission dated 9-12-03) 

There were three randomized, placebo-controlled trials in the pediatric population, summarized in 
the table below. In addition, Pfizer is conducting a pediatric trial in post-traumatic stress disorder, 
for which the treatment is still blinded. Note that there were two studies for MDD conducted 
under the same protocol, and these have been combined in this analysis. 


Indication 

Protocol 

No. 

of 

sites 

Age 

range 

(yrs) 

Duration 

(wks) 

Dose 

(mg/day) 

N 

Sertraline ! 

Placebo 

OCD 

498 

12 

6-17 

12 ! 


92 

95 

MDD 

1001/1017 


6-17 



189 



The electronic search of adverse event terms yielded 89 potential events from these trials. Pfizer’s 
blinded review of the 89 cases identified 25 patients with possibly relevant events, and further 
review of these cases excluded 1 9 events (mostly associated with accidental injuries). This 
yielded a total of 9 events occurring among 8 subjects that were considered suicide-related. (My 
own review of the listing of these 89 events did not disclose any additional events that were 
obvious omissions.) In addition, Pfizer performed the requested review of all serious adverse 
events in these trials, yielding one additional case relevant to the analysis (subject 1001-29533- 
2006, who was hospitalized for suicidal ideation). Thus there were a total of 9 patients with 
suicide-related events. It should be noted, however, that in their submission Pfizer questioned the 
clinical relevance of events in two sertraline-treated patients (subject 30506-1076, with self- 
mutilation, and subject 6193-1022, who was hospitalized for suicidal threats), although they did 
not exclude these events from their analysis. 
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Although the number of events was probably too small for any meaningful characterizations, the 
median age among the 6 sertraline treated patients with events was 10 years, somewhat younger 
than seen in other development programs. These 6 subjects included 3 males and 3 females; their 
median dose was 100 mg/day, and all had MDD. 

There were no events reported within the 30-day period after discontinuation of study medication, 
and no events in the OCD trial. Of the nine events, six occurred on drug and three on placebo. Six 
of the nine events occurred in female subjects. With respect to age, there was a somewhat 
different pattern from that seen in other clinical trial programs, since four events out of the nine 
occurred in children rather than adolescents (one event considered a suicide attempt occurred in a 
6 year old boy). The duration of treatment among the six sertraline-associated events ranged from 
2 1 to 50 days. 

Citalopram (Celexa, NDA 20-822, Forest, submission dated 8-21-03) 

There were two randomized, controlled clinical trials in the citalopram pediatric development 
program, summarized below. 


indication 

Protocol 

No. of 
sites 

Age 

range 

(ml 

Duration 

(wks) 

Dose 

(mg/day) 


Citalopram 

Placebo 

MDD 

CIT-MD- 

18 

21 in 
U.S. 


8 


89 

85 

MDD*- 

94404 


13-18 

12 

10-40 

121 

112 


‘subjects could be inpatients or outpatients 


Note that in addition to these two completed trials, the sponsor is conducting study SCT-MD-I5, 
a randomized, double blind, placebo controlled trial of escitalopram, the s-isomer of citalopram, 
in children and adolescents with MDD. This trial is still blinded; the total number of subjects 
planned is 264, and there have been two suicide-related events thus far. 

Forest made a couple of departures from the requested methods for the adverse event search. 
They included an analysis of 8 patients who experienced worsening of depression, but not 
suicidal thoughts or behaviors; all these patients were treated with placebo. These events were 
not included in the analysis presented here; the interested reader should refer to their submission 
for details. Forest also reported that their search of all serious adverse events for events involving 
suicidality was not performed blind to treatment. (1 reviewed the serious adverse events in these 
two trials myself, and although 1 was not blind to treatment group either, I did not find any cases 
that were obvious omissions. However, among the serious adverse events, there were 6 placebo- 
treated and 2 citalopram-treated patients in study 94404 with psychiatric hospitalizations. These 
events were not counted in the analysis, however, because suicidality was not specifically 
documented.) 

In addition to the events selected for the analysis. Forest reported that the electronic search 
identified 1 1 patients with “false positives” who were excluded.* In addition to the electronic 
search. Forest conducted a manual search of all adverse events and patient narratives from the 


‘Email dated 11-17-03 
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two trials, yielding 6 patients with relevant events that were not disclosed in the electronic search. 
This made a total of 30 patients with events. In addition, one patient who took an extra dose of 
medication by mistake was considered to have taken an accidental overdose (patient 485 in study 
94404); this event was not included in the analysis. Two events occurred prior to randomized 
treatment, yielding a total of 28 patients for the analysis (please refer to Appendix table 3 for a 
list of these patients). Note that 27 of the 28 events were classified as suicide attempts. However, 
Forest indicated in an email dated 1 1-17-03 that six of the study 94404 patients classified with 
“suicide attempts” (patients 664, 693, 867, 607, 152, and 713) were so categorized simply 
because the recorded preferred term was suicide attempt, and not because the event description 
documented self-injurious behavior. 

Four placebo-treated patients and four citalopram-treated patients had events during the 30-day 
follow-up period after the end of randomized treatment. However, two of these 4 placebo 
patients also had events during double blind treatment, and so are counted as having events while 
on-treatment. Note that patient 007 in study 94404 was actually receiving fluoxetine, not 
citalopram, at the time of the event during the post-study period. 

The median age of the 28 patients with events was 1 6 years; 1 9 were females and 9 males. 

Among the 13 patients receiving citalopram at the time of their event, the median dose was 20 
mg/day, and the median duration on treatment was 27 days. Forest noted that 1 1 of the 16 
citalopram-treated patients with suicide-related events in study 94404 had a past history of 
suicidal ity. 

Forest also provided an analysis of scores on the suicidality item of the depression rating scales in 
the two trials; i.e., the CDRS-R in study ClT-MD-18, and the K-SADS in study 94404. There was 
a greater improvement on the suicidality item in study CIT-MD-18 with citalopram treatment 
compared to placebo, and this almost reached statistical significance. However, the mean change 
from baseline on item IX from the K-SADS in study 94404 was approximately equal between 
citalopram and placebo.* 

Paroxetine (Paxil, NDA 20-031, GlaxoSmithKline) 

Please refer to the consult dated 9-5-03 for details regarding the paroxetine pediatric clinical trial 
data. Subsequently, GSK provided the agency with a copy of their report to the Committee for 
Proprietary Medicinal Products of the European Agency for the Evaluation of Medicinal Products 
.‘ Included in this is an analysis of suicide-related events in adult trials with paroxetine that 
mirrors GSK’s analysis of the pediatric clinical trials. The results of the adult u-ial analysis show 
essentially no difference in the rates of suicide-related events between paroxetine and placebo 
treatment groups, for all studies combined or for the subset of MDD trials. This is in contrast to 
the previously described pediatric trial data, which showed a statistically significant increase with 
paroxetine treatment. The sponsor’s tables describing both the adult and the pediatric analyses are 
reproduced in Appendix Figure 5. 

Venlafaxine (Effexor and Effexor XR, NBAs 20-151 and 20-699, Wyeth) 

There were four randomized, double blind, placebo-controlled venlafaxine trials in pediatric 
patients, summarized in the following table. The sponsor also reported that two additional 


* NDA 20-822 8-21-03 submission 
‘ NDA 20-031 1 1-7-03 electronic submission 


14 



281 


pediatric placebo-controlled trials, one in social anxiety disorder and one in panic disorder, have 
been completed but are not fully analyzed yet. 


Indication 

Protocol 

No. 

of 

sites 

Age 

range 

(yrs) 

Duration (wks) 

Dose* 

(mg/day) 

N 

Venlafaxine 

Placebo 

MDD 

382 


■Em 

8 + taper 


80 

85 

MDD 

394 

37 

kdi 

8 + taper 


102 

94 

GAD'“ 


WBM 

igai 

8 + taper 


80 

84 

GAD 

397 

rai 

■Bm 

8 + taper 


77 

79 


“administered as Effexor XK in ail trials; dosage based upon weight of subject, and tapered over <2 weeks following 
double-blind treatment 
• “Generalized Anxiety Disorder 

Wyeth identified 1 6 randomized patients with suicide-related events, along with two MDD 
patients who had events before beginning the study and who were not counted in the analysis. 
Additionally, one more event was identified through review of adverse event narratives, yielding 
a total of 1 7 patients who experienced a total of 20 events of interest. Wyeth counted all 20 
events, rather than simply enumerating the number of patients with events.’ Note that two patients 
were considered to have had separate events a few days apart (patients 39402-004 1 and 39428- 
1 087); after review of the narrative summaries, 1 have elected to count these instead as single 
events. A third patient also had two events, patient 38211-012, but these were separated by 
approximately 3 weeks and I have elected to count only the first event in the analysis that follows. 
Thus, the analysis shown below is based upon the number of patients with events, rather than the 
number of events (as in Wyeth's analysis). The'listing in the Appendix provides ftirther details 
about the patients. 

The patient-years of exposure were not provided in the response to the July 2003 letter, since only 
rates were displayed in that submission; however, the exposures were available from the original 
pediatric exclusivity supplement. Additionally, in Wyeth’s analysis, the “on-therapy" period does 
not include the taper period, but only the period of randomized treatment during which patients 
received their full dose of study medication. Therefor, “on-therapy period + 30 days” does not 
include a full 30 days from the last dose of study medication, if the patient had a taper following 
the end of their study treatment. This is slightly different from GlaxoSmithKline’s analysis of the 
paroxetine pediatric trials, in which the “on-therapy” period included the taper phase, through the 
last dose of study medication, and the “on-lherapy 30 days” period included a full 30 days from 
the last dose of study medication. 

With respect to classification of events, there were some issues with the “suicide attempts” 
category. The reason that patient 38205-019 was not counted in the suicide attempt category for 
taking an overdose was unclear. Also, I was unable to verify Wyeth’s count of 3 suicide attempts 
on venlafaxine and 2 on placebo in study 382.* Instead, I have used the counts from Wyeth’s 
“Abbreviated Table of Patient Characteristics.”’ 

The median age among the 1 7 patients with suicide-related events was 1 3 years. For the 1 3 
venlafaxine-treated patients, at the time of the event the median dose was 1 12.5 mg/day, and the 
median duration of treatment was 24 days. Wyeth counted any events occulting within 1 day of 


’ NDA 20-151 submission 8-28-03 
* Table 3A,NDA 20-151 submission 8-28-03 
’ Table 4A, NDA 20-151 submission 8-28-03 
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the last full dose of study medication as having occurred on-therapy. Five of the 17 events did 
not occur on-therapy, 3 with venlafaxine and 2 with placebo. 

Risk estimates 

Analysis of attributable risk 

Pooling the exposure and event data by drug and by indication provides the results shown in 
tables 1 and 2. Appendix figure 6 displays these same results graphically. Here, an incidence rate 
difference greater than zero would indicate a risk associated with active drug versus placebo, 
while an incidence rate difference less than zero would indicate a protective effect of the drug. 


Table 1. 


Attributable risks (iocidence rate differences) per patient-year for suicide-related 
events in pediatric trials 

Trials 

Incidence rate difference, 

95% confidence 

p-vaiue 


drug minus placebo 

interval 

Citalopram 

0.14 

-0.16-0.43 

0.374 

Fluoxetine 

-0.03 

-0.20-0.14 

0.737 

Fluvoxamine 

0.11 

-0.10-0.32 

0,485 

Mirtazapine 

-0.04 

-0.21-0.14 

0.691 

Nefazodone 

0.05 

-0.02-0.12 

0.367 

Paroxetine 

0.12 

0.04-0.20 


Sertraline 

0.06 

-0.05-0.17 

0.327 

Venlafaxine 

0.17 

0.02-0.33 



All MDD trials 

0.10 

0.02-0.18 


All non-MDD trials 

0.04 

-0.01-0.09 

0.114 

AH trials 

0.08 

0.03-0.14 



Table 2 


Attributable risks (incidence rate differences) per patient-year for serious suicide- 
related events In pediatric trials 

Trials 

incidence rate difference, 
drug minus placebo 

95% confidence 
interval 

p-value 

Citalopram 

0.24 

-0.01-0.48 

0.063 

Fluoxetine 

-0.02 

-0.18-0.14 

0.775 

Fluvoxamine 

0 

- 

> 

Mirtazapine 

0.04 

-0.04-0.12 

0.654 

Nefazodone 

0.03 

-0.02-0.08 

0v606 

Paroxetine 

0.08 

0.01-0.15 

Sertraline 

0.06 

-0.04-0.16 

0.276 1 

Venlafaxine 

0.06 

-0.07-0.18 

0.379 


All MDD trials 

0.09 

0.02-0.15 

■waa 

All non-MDD trials 

0.01 

-0.02-0.05 

o.-tgs 1 

All trials 

0.06 

0.02-0.11 
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The incidence rate differences by drug for MDD trials alone are shown in Appendix Tables 6 and 
7. These data are displayed graphically in Appendix Figure 7, 

It can be seen that overall the data are consistent with an increased risk of suicidal events with 
active drug treatment; the comparison between active treatment and placebo for all trials pooled 
together is statistically significant (p-value = 0.002 for all suicide-related events, and p-value = 
0.006 for serious suicide-related events). For serious suicide-related events in MDD trials, the 
attributable risk was was 0. 1 9/patient year for drug minus 0. 1 0/patient year for placebo, yielding 
a value of 0.085 events per patient-year of exposure to drug (p-value = 0.015), equivalent to 
approximately 1 excess serious suicide-related event per 12 years of drug treatment. The 
observed serious event incidence rate differences are larger in MDD trials (0.085/year) than in 
trials with OCD, GAD and Social Anxiety Disorder (SAD) (0.0 14/year). 

With respect to individual drugs, the incidence rate differences for all suicide-related events are 
largest for paroxetine, venlafaxine and citalopram, reaching statistical significance for paroxetine 
and venlafaxine. For serious suicide-related events, citalopram showed the largest incidence rate 
difference, which approached statistical significance (p-value = 0.063). 

Analysis of relative risk 

In addition to estimating the excess risk attributable to drug, the data can also be analyzed in 
terms of the relative risk, or more precisely, the ratio of the incidence rates for drug and placebo. 
Accordingly, Mantel-Haenszel combined incidence rate ratios were calculated, stratified by 
study. This approach has the advantage of providing stratification by study, while the analysis of 
excess risk shown above simply involved summing all the relevant data without regard for 
differences between trials. In addition to calculating the combined incidence rate ratio, the Stata 
software also tests for homogeneity of the individual study ratios. 

The Stata output for the “All trials" category is shown in Appendix table 3. There were two 
studies by themselves that showed statistically significant rate ratios for suicide-related events. 
Paroxetine Study 329 and Venlafaxine Study 394. No individual study showed a statistically 
significant protective effect. 

Table 3 below displays the relative risks (more precisely, the incidence rate ratios) for suicide- 
related events and serious suicide-related events for each of the antidepressant drugs, and for all 
21 clinical trials combined. Here placebo is the reference, and thus a value less than one indicates 
a protective effect of the drug, and a value greater than one a risk associated with drug treatment. 
For each combined incidence rate ratio calculated, the Mantel-Haenszel chi-square test showed 
no lack of homogeneity (i.e., indicating that data from the individual studies can be combined 
statistically). 
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Table 3. Combined incidence ra)e ratios for saicidt-rtlated events and serious suicide-related evenis 


Drug 

Number 

of 

pediatric 

trials 

Incidence rate ratios* {95Ve confidence 
interval), by drug 

All suicide>related 
events 

Serious suicide- 
related events 

Paroxetine 

5 


2.19 (0.92-5.24) 

Sertraline 

2 

2.03(0.51-8.16) 

2.52 (0.49-13.01) 

Venlafaxine 

4 


1.80 (0.52-6.20) 

Fluoxetine 

4 

0.88 (0.34-2.30) 

0.88 (0.32-2.44) 

Citalopram 

2 

1.41 (0.66-3.00) 

2.54 (0.91-7.05) 

IMirtazapine 

1 

0.53 (0.007-41.45) 

t 

Nefazodone 

2 

t 

t 

Fluvoxamine 

1 

t 

t 

MDD trials 

14 m 



Non-MDD trials 


All trials 

21 MS 



tRatio undefined due to zero events in placebo group 
•Mantel-Haenszel method 


It will be seen that the suicide-related event incidence rate ratios for venlafaxine and paroxetine 
indicate an association with drug treatment, and that the corresponding confidence intervals 
exclude one. Overall, the incidence rate ratio of approximately 1.9 for both suicide-related events 
and the subcategory of serious suicide-related events indicate an association of these events with 
drug treatment. Put another way, compared to placebo, treatment with active drug increased the 
rate of suicide-related events by an estimated 85%, and by an estimated 87% for serious suicide- 
related events. For the subgroup of MDD trials, the incidence rate ratios were also statistically 
significant, while for non-MDD trials the incidence rate ratio estimates had very wide confidence 
intervals. 

DISCUSSION AND CONCLUSIONS 

In short-term pediatric trials, antidepressant drug treatment is associated with an increase in 
suicidal adverse events compared to placebo. This finding is seen for both the broad category of 
any suicide-related event, and the more specific category of serious suicide-related events. The 
association is more prominent in the MDD trial data, where the relative risk of serious suicide- 
related events is approximately 1 .9. The rate of serious suicide-related events in MDD trials 
among drug-treated patients was 0. 1 9/patient-year, and was 0. 1 0/patient-year among placebo- 
treated patients. These rates represent one serious event per 5 .4 patient-years for drug, and one 
serious event per 9.9 patient-years for placebo, yielding an attributable risk of one additional 
serious suicide-related event per 1 1 .8 patient-years of drug treatment. The finding appears to be 
statistically robust, inasmuch as the p-value for the incidence rate difference for all suicide-related 
events across all trials is 0.002. 

With respect to individual drugs, the data for paroxetine and venlafaxine show a statistically 
significant increase in suicide-related events with active treatment in their pediatric development 
programs. Also, the incidence rate difference for serious suicide-related events with citalopram 
was close to statistical significance (p-value = 0.063). For fluoxetine and mirtazapine, the point 
estimates were consistent with a protective effect, but the confidence intervals for miriazapine 
were very broad, and even for fluoxetine the confidence interval on the incidence rate ratio 
includes a relative risk of greater than 2. Put another way, although an increase in suicide-related 
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events reached statistical significance for two drugs (paroxetine and venlafaxine). for no drug was 
a protective effect demonstrated at a statistically significant level. 

This analysis has several limitations. Most importantly, it is limited to short-term trials only. 
Conceivably, long-term treatment in patients who have responded positively to a drug might not 
produce an increased risk, or might even provide a protective effect. In other words, it may not be 
appropriate to extrapolate a finding of a risk in short-term trials to use of the drug for long-term 
maintenance treatment, especially if the patients have manifested a clinical response to the drug. 
Unfortunately, there is very little long-term controlled pediatric trial data for antidepressant drugs 
that is available for analysis. 

Another limitation of this analysis is that although there is evidence of a class effect overall, it is 
difficult to know to what extent it applies to particular members of the class. Inspection of the 
confidence intervals for the risk estimates will show that the confidence limits for individual 
drugs overlap considerably. The existing clinical trial data, moreover, cannot provide a fair 
comparison between drugs, since the sizes of the clinical development programs and the specific 
indications studied vary from drug to drug, not to mention the fact that the intrinsic 
pharmacologic and pharmacokinetic properties of the drugs themselves are different. 

A third limitation pertains to the difficulties in standardizing the methodology used by the nine 
different sponsors. Although all sponsors were given the same set of instructions in the letters 
issued 7-22-03, there were some discrepancies in how these instructions were applied. For 
example. Forest (sponsor of citaiopram) performed not only the requested electronic search of all 
adverse event terms, but also a manual search, which yielded cases not found with the electronic 
search. Also, the 30-day follow-up period was interpreted differently by GSK (paroxetine) and 
Wyeth (venlafaxine). GSK counted followed-up time for 30 days after the last dose of study 
medication, and the taper phase was not pan of that 30-day period. However, Wyeth began the 
30-day period from the last full dose of study medication, so that the period of dosage taper was 
included in the 30-day follow-up time. Also, Lilly (sponsor of fluoxetine) reported that adverse 
event data was not consistently collected once patients discontinued their study treatment. 

As Appendix figures 1-4 illustrate, there was considerable variability in the rates of these events 
from trial to trial, even within the same indication. This could be due to differences in the patient 
population (some trials included children, for example), or to differences in ascertainment of 
suicide-related events, or to both. This, of course, raises questions about whether it is appropriate 
to combine the data from different trials. The Mantel-Haenszel chi square test for homogeneity 
of the rate ratios, however, did not reveal any statistically significant lack of homogeneity . 

The increase in suicidal events was most clearly demonstrated in MOD trials. However, events 
with active drug treatment were more frequent than events with placebo in non-MDD trials, 
although the numbers are small and the risk estimates are very uncertain. Nonetheless, this leaves 
open the possibility of a drug-associated risk of such behaviors for non-MDD patients, although 
at a much lower incidence rate difference than for MDD patients. 

With respect to clinical factors that might be contributory, as described in the previous consult, 
the paroxetine data suggested a possible role for drug withdrawal, but this pattern was not as 
prominent in the data for other drugs. However, this observation might point to a lack of 
consistency across development programs with respect to ascertainment of adverse events 
following the end of double-blind treatment. 
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The absence of completed suicides in these data is only reassuring to a limited degree. The total 
drug exposure time in these trials was 407 patient-years. For assessing the rate of a rare event 
such as completed suicide with active drug treatment, this is a relatively small data set. To 
illustrate, the upper confidence limit (one sided, 95% level) for the actual rate in the population 
given an observation of no suicides in 407 patient-years is 1 completed suicide in approximately 
1 36 patient years. 

In contrast to the paroxetine pediatric data, the analysis of suicide-related events in adult 
paroxetine trials, employing methods identical to the corresponding analysis of pediatric trial 
data, failed to show an increase in the rate of such events with paroxetine treatment relative to 
placebo. This was despite the fact that the placebo rate for these events was similar between the 
adult MDD trials (0.10/year) and the pediatric MDD trials (0.13/year). This suggests that adults 
and pediatric patients may have different responses to paroxetine with respect to suicidality. 

Several steps are being taken at the moment to evaluate this signal further, First, a joint meeting 
of the Psychopharmacologic Drugs Advisory Committee and the Pediatric Subcommittee of the 
Anti-Infective Drugs Advisory Committee will be held 2-2-04 to discuss this issue.'” Secondly, 
DNDP has requested electronic data sets from the sponsors of these clinical trials that will permit 
a more sophisticated statistical analysis. This analysis will permit examination of a number of 
issues that were beyond the scope of this consult, such as adjustment for a number of relevant 
covariates and exploration of risk factors such as agitation and relevant family history. Thirdly, 
DNDP has arranged for a group of suicidology experts at Columbia University to review the 
clinical narrative summaries for all of the identified cases; this will permit a more sophisticated 
case classification, particularly with regards to whether the event was a serious suicide attempt, a 
gesture, or self-mutilation. Fourthly, on 1 1-24-03 DNDP sent a memo to all the sponsors 
requesting a more detailed description of the methods each sponsor used to generate the 
submissions reviewed in this consult, to ensure the highest possible quality of data for review by 
the Columbia University experts. 

One suggestion can be made for the expert group involved in the review of the cases. Because the 
nature and quality of the case reports received from the sponsors (as listed in Appendix Table 3) 
vary considerably, it is likely that even experts in classifying suicidal behaviors will have some 
uncertainty about how to classify some of the case reports. Accordingly, it will be important to 
reserve a category of indeterminate cases with which to do a sensitivity analysis. The principle 
here would be to do an analysis including the doubtful cases, and another analysis excluding 
them, to see if the results are very dependent upon how uncertain cases are classified. 

These initiatives should indeed provide higher-quality data for evaluation of this signal. However, 
in my view, the new analyses are more likely to change the findings for individual studies and 
drug compounds where the numbers are relatively small, than they are to alter the overall finding 
of an increase in suicide-related adverse events and serious suicide-related events with active 
drug treatment compared to placebo. There are, I believe, several reasons for this. First, the 
aggregate findings are statistically robust (e.g., p-value = 0.002). Secondly, the counts of serious 
suicide-related events are, in my view, less likely to be unstable, because of the methods routinely 
employed to account for serious adverse events in clinical trials, and the greater amount of 
clinical information that is often collected about serious adverse events compared to non-serious 
events. Additionally, to the extent that events have been misclassified or overlooked in the 
sponsor’s searches, this would generally be expected to inuoduce “noise" that would weaken the 
signal and produce a false negative, not generate a false positive. Only a systematic bias that 
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caused events in the placebo group to be missed while events in the drug group were captured 
would be expected to produce a false positive, and it is difficult to conceive of what could 
produce such a bias. 

As previously noted, fluoxetine is currently the only drug approved for pediatric MDD, although 
several drugs are approved for pediatric OCD (see Appendix table 5). As shown in that table, all 
of the four pediatric OCD trials were positive and provided evidence of efficacy for approval of 
the drugs for pediatric OCD. This is in contrast to the experience with pediatric MDD trials, for 
which only 3 of the 15 trials have been judged positive, two with fluoxetine and one with 
citalopram. 

In sum, short-term pediatric clinical trials of antidepressant drugs demonstrate an increased rate 
of suicidal events with active drug compared to placebo. 

Recommendations : Given the strength of the association shown by the present data, the clinical 
importance of the apparent effect (i.e., an estimated excess of one additional serious suicide- 
related event per 12 patient-years of active treatment), and the fact that the additional analyses are 
likely to take several more months to complete while considerable numbers of pediatric patients 
are being exposed to these drugs, 1 favor an interim risk management plan regarding use of these 
drugs in the pediatric population. This might be of value to physicians, patients and families who 
are faced with the need to make a decision regarding pharmacotherapy at the present time. 
Specifically, 1 propose a risk management strategy directed at discouraging off-label pediatric use 
of antidepressant drugs, particularly the use of drugs other than fluoxetine in the treatment of 
pediatric MDD. Conceivably, this might include discouraging the initiation of treatment of drug- 
naive pediatric MDD patients with off-label drugs, in the absence of some over-riding clinical 
consideration. (Of course, all such warnings should be made in a manner that emphasizes the fact 
that the available data apply only to short-term, acute treatment, and that sudden discontinuation 
of antidepressant treatment, or discontinuation without medical supervision, are unwise.) 

1 recommend this approach for two reasons. First, of all the drugs with pediatric MDD clinical 
trial programs, only fluoxetine is approved for pediatric MDD, on the basis of two positive 
clinical studies (out of two MDD studies conducted). Of course, the failure to demonstrate 
efficacy in pediatric MDD trials with other antidepressants does not necessarily mean that these 
other drugs are ineffective in pediatric MDD. Still, for drugs other than fluoxetine, judgement 
regarding their efficacy in pediatric MDD must remain a matter of speculation until further trials 
are conducted. Secondly, although the confidence limits are broad, fluoxetine is the drug for 
which the estimate of the relative risk of suicidal events appears most favorable. 

Andrew D. Mosholder, M.D., M.P.H. 

Epidemiologist 


Mary Willy, Ph.D. 
Epidemiology Team Leader 
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ApEAndix tsbl* 4 . Stata outputs for calculation of ccaabiaad incidenca rate ratios 


Category: Suicide-related events 


Study [ 

IRR 

f95% Conf. 

Interval ] 

M-H Weight 


003-045 1 

.5281385 

.0067291 

41.45135 

.6543909 

(exact) 

looi/ion j 

3.028078 

.5414406 

30.67137 

.9953421 

(exact ) 

114 j 


.0272237 


0 

(exact) 

141 1 


.0235638 


0 

(exact) 

187 j 


.0130205 


0 

( exact ) 

329 1 

8 

1.072641 

354.959 

. 5 

{ exact ) 

377 j 

1.152439 

.3216551 

5.121634 

2.645161 

(exact) 

382 j 

1.775317 

.3454063 

11.43182 

1.452651 

(exact) 

394 1 


1.39804 


0 

(exact) 

396 ! 




0 

(exact) 

397 1 

.9837456 

.0125341 

77.21001 

.5040969 

(exact) 

498 1 

0 

0 

40.8801 

.4882943 

(exact) 

676 j 


.6083716 


0 

{ exact ) 

701 i 

1.59375 

.1825649 

19.08565 

.969697 

(exact ) 

704 1 


.0296822 


0 

(exact) 

94404 1 

1.6113S7 

.6704749 

4.137X06 

4.720969 

(exact) 

CIT-MD-18 1 

.46875 

.0079441 

9.004248 

1.032258 

(exact) 

HCCJ i 

1 

.0127412 

78.48575 

. 5 

(exact) 

HCJE 1 

.8856201 

.1649537 

4.754807 

2.121318 

(exact) 

HCJW 1 

.7910853 

.0411829 

46.67882 

.7165671 

( exact ) 

X065 } 

.8689261 

.0629945 

11.98569 

1.070133 

(exact) 

Crude } 

1.859448 

3.223071 

2.879198 


(exact) 

M~H combined j 

1.863115 

1.246773 

2.784147 



Test of homogeneity 

(M-H) 

chi2|13) = 

7.67 Pr>chi2 * 0.8642 


Category: Serious suicide-related events 




study 1 

IRR 

195% Conf. 

Interval) 

M-H Weight 


003-045 1 


.0135386 


0 

(exact) 

1001/1017 1 

2.523398 

.4131554 

26.50049 

.9953421 

(exact) 

114 1 




0 

(exact) 

141 1 




0 

(exact) 

187 j 


.0130205 


0 

(exact) 

329 1 

7 

.8993189 

315.599 

.5 

(exact) 

377 j 

.8963415 

.2278526 

4.175488 

2.645161 

(exact) 

362 1 

1.06519 

.1426495 

7.953972 

1.452651 

(exact) 

394 1 


.4008445 


0 

(exact) 

396 1 




0 

(exact) 

397 1 

.9837456 

.0125341 

77.21001 

.5040969 

(exact) 

498 i 




0 

(exact) 

676 1 




0 

(exact) 

701 I 

3.1875 

.2559633 

167.3341 

. 4848485 

(exact) 

704 i 


.0296822 


0 

(exact) 

94404 1 

2.537838 

.8637632 

9.002482 

2.62276 

(exact) 

CIT-MD-ie j 




0 

(exact) 

HCCJ j 

1 

.0127412 

78.48575 

.5 

(exact) 

HCJE J 

.8856201 

.1186016 

6.613087 

1.590989 

(exact) 

HCJW j 

.7910853 

.0411829 

46.67882 

.7165671 

(exact) 

X065 i 

.8669261 

.0629945 

11.98569 

1.070133 

(exact) 

Crude ( 

1.922267 

1.168124 

3.25143 


(exact) 

M-H combined j 

1.890265 

1.175603 

3.039376 



Test of homogeneity 

(M-H) 

Chi2(10) = 

6.44 Pr>chi2 * 0.7768 
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Appendix table 5. Summary of efficacy findings from eight pediatric antidepressant development 
programs 


Drug 

Indication 

Approval 
status for 
pediatric use* 

Study 

N 


Drug 

Placebo 

1 

Efficacy results on primary variable 

Paroxetine 

MDD 

NA 

329 

93 

■B 

Failed (but + on secondary' variables) 

|n3||| 

mm 


Failed 

701 


mm 

Failed 

OCD 

AE 


99 

107, 

+ 

SAD 

Not submitted 

676 

Mm 

mm 

? (not submitted) 

Sertraline 

MDD 

NA 

1001/1017 

189 

184 

Two studies under same protocol, both 
failed (but + if data pooled) 

OCD 

AP 

498 

92 

95 

+ 

Veniafaxine 

MDD 

NA 

382 

mm 


Failed 

394 

TiM 

94 

Failed 

GAD 

NA 

396 

lEOI 

84 

Failed, by a small margin (p=0,09) 

397 

77 

79 

+ 

Fluvoxamine 

OCD 

AP 

114 

57 

63 

+ 

Mirtazapine 

MDD 

NA 

003-045 

170 

m 


Fluoxetine 

MDD 

AP 

■naiSM 

■ESI 




48 

48 

+ 

OCD 

AP 

HCAV 

71 

32 

+ 

Nefazodone 

MDD 

NA 

141 

TiTM 

99 

Failed, by a small margin (p=0.08) 

187 

IQIII 

94 

Failed 

Citalopram 

MDD 

NA 


89 

85 

+ 

94404 

121 

■m 

Failed 


• NA not approvable, AE approvable, AP approved 


32 
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Attributable risks (incidence rale differences) per paUent-year for suicide-related 
events in pediatric MDD trials 

Drug 

Incidence rate difference, 
drug minus placebo 

95% confidence 
interval 

p-value 

Citalopram 

0.14 

-0.16-0.43 

0.374 

Fluoxetine 

-0.02 

-0.21-0.17 

0.829 

Mirtazapine 

-0.04 

-0.21-0.14 

0.691 

Nefazodone 

0.05 

-0.02-0.12 

0.367 

Paroxetine 

0.15 

-0.01-0.31 

0.088 

Sertraline 

0.12 

-0.05-0.30 

0.176 

Venlafaxine 

0.33 

0.05-0.62 

0.020 

All MDD trials 

0.10 

0.02-0.18 

0.013 


Appendix Table 7. 


Attributable risks (incidence rale differences) per patient-year for serious suicide- 
related events in pediatric MDD trials 

Drug 

Incidence rate difference, 
drue minus placebo 

95% confidence 
interval 

p-value 

Citalopram 

0.24 

-0.01-0.48 

0.063 

Fluoxetine 

-0.02 

-0.20-0.16 

0.842 

Mirtazapine 

0.04 

-0.04-0.12 

0.654 

Nefazodone 

0.03 

-6.02-0.08 

0.606 

Paroxetine 

0.13 

-0.02-0.27 

0.121 

Sertraline 

0.09 

-0.07-0.25 

0.284 

Venlafaxine 

0.11 

-0.11-0.33 

0.337 

AH MDD trials 

0.09 

0.02-0.15 

0.015 


33 
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Appendix Figure 1. 

Rates per patient-year of suicide-related events fSRE) by 
treatment group for MOD trials 


j B Drug rate SRE M Pbo rate SRE~} 

0.8 
0.6 
0.4 
0.2 
0 




Appendix Figure 2. 


Rates per patient-year of serious suicide-related events (SRE) 
by treatment group for MOD trials 


HDfug rate serious sre MPbo rale serious Sfe | 
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Appendii Figure 3. 


Rates per patient-year of suicide-related events <SRE} by 
treatment group for non-MDD trials 


B Drug rate SRE M Pbo rate SRE | 



Appendix Figure 4. 


Rates per patient-year of serious suicide-related events 
(sre) by treatment group for non-MDO trials 

■ Drug rate serious sre ■ Pbo rate serious sre 



Effexor 

Effexor 

Paxil 

Zoloft 

Luvox 

Prozac 

Paxil 

GAD 

GAD 

OCD 

OCD 

OCD 

OCD 

SAD 

396 

397 

704 

498 

114 

HCJW 

676 
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Appendix Figure 5 (reproduced from the sponsor’s submission) 


CONFIDENTIAL 

Seroxat Article 31 - Consotictated Response Document 

Tabic 2.9 Incidence and incidence Density tor Possibly Suicide4teiated 
Events by Treatment Group and Indication 
Paediatric Placebo Controlled Trials 

On-lTierapy (including Taper Phase) pius 30 days post-tharai^ 


indication 


Paroxetine 

Placebo 

Odds Ratio (95% Cl) 

Rvalue 

Overall 

nm|%) 

PYE 

ft/PYE 

26/738(3.4%) 

176 

0.14 

8/647(1.2%) 

149 

005 

2.80(1.25,6.25) 

0.012 

0.017 

Depression 

n/N{%) 

PYE 

n/PYE 

20/378 (5.3%) 
85 

0.24 

8/285 (2.8%) 

61 

0-13 

1.93(0.84,4.46} 

0.12 

0.16 

OCD 

iYN(%) 

PYE 

nrPYE 

1/195 (0.5%) 

41 

0.02 

0/205 (0.0%) 

41 

000 


0.49 

SAD 

iVN(%) 

PYE 

n/PYE 

4/155(2.4%) 

51 

0.08 

0/157 (0,0%) 

46 

000 


0.12 


Dda Source: Appertdu fade 2S6 


CONFIDENTIAL 

Seroaai Article 3 1 • Corsatdaied ResponM Document 

Table 2.5 Incidence and Incidence Density for Possibly Suicide-Related 
Events by Treatment Group and Indication 
Adult Placebo Controlled Triale 

On-Therapy (including Taper Phase) pius 30 deys post-therapy 


Indicetion 


Paroxetine 

Placebo 

Odds Redo (95% CD 

Rvalue 

Overal 

fYN(%) 

PYE 

92/8481 (1.1%) 
1916 

63/5806(1.1%) 

1313 

1.00(0 72. 1.38) 

1.00 


nff»YE 

006 

005 


1.00 

DepressioR 

n/N (%) 

PYE 

nffYE 

74/3421 (25%) 
671 

0.11 

44/2117(2.1%) 

428 

0.10 

1.04(0.71,1.52) 

0.92 

0.71 

GAO 

PYE 

2f1182 (0.2%) 

259 

2«85(0.2%) 

211 

0.83(0.12,5.92) 

1.00 


rYPYE 

001 

0.01 


0.84 

oco 

n«(%) 

PYE 

11542(0.6%) 

141 

4/265(1.5%) 

61 

0.38(0.08, 1.63) 

0-23 


nff^ 

0.02 

0.07 


0.14 

PMOO 

rVN(%} 

PYE 

nff>YE 

(y760 (0.0%) 

208 

0.00 

onn (0.0%) 

102 

0.00 



PTSD 

rVN{%) 

PYE 

7/786 (0.9%) 

174 

&59e(1.0%) 

138 

0 89(0.30. 2.65) 

1.00 


P/FYI 

0.04 

004 


009 

Pane 

fYN(%) 

PYE 

3^ (0.3%) 

237 

4/760(0.5%) 

186 

0 63(0.14. 2.84) 

0.71 


nff»¥E 

001 

0.02 


0.48 

SAD 

iVN(%} 

PYE 

1«70(0.3%) 

225 

1«84 (0.4%) 

187 

0.79(0.16,3.90] 

1.00 


rrfPYE 

0.01 

0.02 


0.82 

DaaSwra: Apptndttn. 

aHe203 


36 



Appendix Figure 6. 
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Appendii Figure 7. 



incidence rate difference per year (drug-placebo) 
suicide-related events, MDD trials, with 95%conf. 
intervals 



incidence rate difference per year (drug-placebo), 
serious suicide related events, MDD trials, with 95% 
confidence intervals 
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Subject: 

Location: 

Start: 

End: 

Show Time As: 
Recurrence: 

Meeting Status: 
Required Attendees: 


Adult MOD Suicide Data Discussion 
CDER WOC2 4FL-E Conf Room 

Fri 5/28/2004 8:30 AM 
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Tentative 

(none) 

Not yet responded 


Tab 30 
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Judith A; Hammad, Tarek 
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MEMORANDUM 


Tab 32 


DEPARTMENT OF HEALTH AND HUMAN 
SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND 
RESEARCH 


PID# D040495 

DATE: August 16, 2004 

From: Paul Seiigman, M.D., M.P.H. 

Acting Director, Olfice of Drug Safety, HFD-400 
(hard copy signed 8-16-04) 

Anne Trontell, M.D., M.P.H., Deputy Director 
Office of Drug Safety, HFD-400 
(hard copy signed 8-16-04) 

TO: Russell Katz, M.D., Director 

Division of Neuropharmacological Drug Products, HFD-120 

SUBJECT : Office of Drug Safety Cover Memorandum 

Follow-up Consult of August 16, 2004 by Andrew Mosholder on 
Suicidality in pediatric clinical trials with paroxetine and other 
antidepressant drugs: 

Drugs: paroxetine, sertraline, venlafaxine, fluoxetine, fluvoxamine, 
citalopram, nefazodone, mirtazapine, and bupropion 


The results of Dr. Mosholder’s analyses (dated February 18, 2004) are very similar to those 
obtained using other statistical methods and a reclassification of suicidality events by Columbia 
University. Remaining questions to be addressed are whether the overall finding of increased risk 
applies to all or selected drug products among the nine products studied, and what additional 
regulatory actions are merited. On those topics, we reference the Office of Drug Safety 
memorandum written by Anne Trontell and dated March 15, 2004. 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN 

SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND 
RESEARCH 


PID# 

DATE: 

FROM: 


THROUGH: 


TO: 


SUBJECT: 


D040495 
August 16, 2004 

Andrew D. Mosholder, M.D., M.P.H., Epidemiologist 
Division of Drug Risk Evaluation, HFD-430 

Mark Avigan, M.D., C.M., Director 
Division of Drug Risk Evaluation, HFD-430 
(hard copy signed 8-16-04) 

Paul J. Setigman, M.D., M.P.H., Acting Director 
Office of Drug Safety, HFD-400 

Anne Trontell, M.D., M.P.H., Deputy Director 
Office of Drug Safety, HFD-400 

Suicidality in pediatric clinical trials of antidepressant drugs: 
Comparison between previous analyses and Colombia University 
classification 

Drugs: paroxetine, sertraline, venlafaxine, fluoxetine, fluvoxamine, 
citalopram, nefazodone, and mirtazapine 


BACKGROUND 

Please refer to the 3-19-04 consult' regarding suicidal adverse events in pediatric clinical trials of 
antidepressant drugs. That consult described a meta-analysis by the undersigned of suicidal 
adverse events in short-term placebo-controlled pediatric clinical trials, showing a statistically 
significant association of suicidal adverse events with antidepressant drug treatment. However, 
because of concerns regarding misclassification of cases, FDA expanded the case finding 
algorithm, and arranged to have expert consultants jury the cases prior to any definitive analyses. 
Please refer to the materials from the February 2, 2004 Advisory Committee Meeting on this 
topic for additional details. 

The aforementioned case reclassification has recently been completed by an expert panel 
convened by Columbia University. Dr. Tarek Hammad of FDA’s Division of 
Neuropharmacological Drug Products (DNDP) has performed a new meta-analysis, based on the 
reclassification that was performed by Columbia University, which 1 will refer to herein as the 
DNDP analysis. 1 was asked to examine the impact of the Columbia University reclassification of 
cases on my analysis performed prior to the Columbia University reclassification, as described in 


’ P1D#D030341 


2 
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the 3-19-04 consult, which I will refer to in this memorandum as the ODS analysis. 1 have also 
compared my results, that were obtained using different analytic methods, with those of Dr. 
Hammad. For these puiposes. Dr. Hammad has kindly provided me with his results, which are 
included below. 

METHODS 

A full description of the methodology is beyond the scope of this memorandum, so the interested 
reader should refer to the reviews by Dr. Hammad and myself for details on the analytic methods 
and clinical trial data. It should be noted that the two analyses used different case ascertainment 
strategies and different case criteria; the ODS analysis used only cases identified by the sponsors 
through an electronic search of their adverse event databases, while the DNDP analysis 
supplemented this approach with additional search methods. Some salient differences between the 
two analyses are the following: (1) the ODS analysis did not employ a correction for zero cells, 
whereas the DNDP analysis does; (2) the ODS analysis used rate ratios, with person-time for 
denominators, while the DNDP analysis uses risk ratios, with numbers of patients for 
denominators; (3) the ODS analysis included events occurring up to 30 days after discontinuation 
of treatment, while the DNDP analysis uses a 1-day post-treatment window; and (4) the ODS 
analysis included taper phase events, which are excluded from the DNDP analysis. 

This memorandum will present the following three modes of comparing the DNDP and ODS 
analyses. 

Comparison of risk ratios obtained with ODS and DNDP statistical methods 

In order to determine how the two different statistical methods affect the values for the relative 
risks, we compare the relative risks obtained with identical patient populations and classifications 
of cases. For this purpose, all possibly suicide-related events were included regardless of whether 
they were serious or not; this outcome variable was common to both sets of data, thereby 
allowing a comparison. While this outcome may be accorded relatively little inferential value 
because of the concerns about case misclassification, it does permit a direct comparison between 
results from the two statistical methods. 

Comparison of case classifications 

In order to assess the degree of agreement or lack thereof between the Columbia University and 
ODS case classifications, the “primary” outcome for the respective analyses must be defined. For 
the DNDP analysis, this is “Outcome 3,” definitive suicidal behavior/ideation, a composite of 
Columbia University codes 1 (suicide attempt), 2 (preparatory actions towards imminent suicidal 
behavior), and 6 (suicidal ideation). In contrast, for the ODS analysis, performed using the 
classification prior to the Columbia University reclassification, the primary outcome was serious 
suicide-related events, comprising events selected as possibly suicide-related by each sponsor 
under the search strategy requested by FDA in July 2003, and also designated as serious adverse 
events by the sponsors under the standard regulatory criteria for “serious.” By focusing on these 
primary outcomes, a comparison of the impact of the two systems of case classification is 
presented. 

Comparison of risk estimates obtained with the two analyses 

Finally, the risk estimates obtained from the two analyses are directly compared. 


3 



332 


RESULTS 

Comparison of statistical methods 

Table 1 below displays the relative risks obtained by the two analytic methods when identical 
patient populations and classification of cases are used in the respective analyses. 

Table 1: Comparison of results from two methods for sponsor’s classification of suicide 
related events 


Category of trials 

All sponsor-defined suicide-related events 

ODS analysis: 
Combined incidence 
rate ratios* 

DNDP analysis: 

Risk ratios* 

Paroxetine 

2.69 (1.20-6.00) 

2.47 (1.16-5.27) 

Sertraline 

2.03 (0.51-8.16) 

1.72 (0.50-5.89) 

Venlafaxine 

3.33 (1.08-10.33) 

3.03 (1.04-8.80) 

Fluoxetine 

0.88 (0.34-2.30) 

0.98 (0.38-2.50) 

Citalopram 

1.41 (0.66-3.00) 

1.49 (0.72-3.06) 

Mirtazapine 

0.53 (0.007-41.45) 

0.52 (0.003-8.27) 

Nefazodone 

t 

2.17 (0.23-20.08) 

Fluvoxamine 

t 

3.31 (0.14-79.67) 

MDD trials 

1.81 (1.19-2.77) 

Not done 

SSRI** MDD trials 

1.58(0.99-2.52) 

1.62 (1.03-2.54) 

Non-MDD trials 

2.36 (0.67-8J3) 

1.93 (0.68-5.45) 

All trials 

1.86(1.25-2.78) 

1.81 (1.24-2.64) 


tRatio undefined due to zero events in placebo group 

•Mantel-Haenszel method, fixed effects model 

‘‘includes paroxetine, sertraline, fluoxetine, citalopram, fluvoxamine 


There is generally good agreement between the two methods, suggesting that the findings are not 
sensitive to changes in statistical computing methodology. 

Comparison of case classifications 

The ODS analysis included a total of 78 serious, suicide-related events, as defined above. Of 
these 78 cases, 61 (78,2%) were classified by the Columbia University group as Outcome 3 
(definitive suicidal behavior). Of the remaining 17 cases, an additional 13 (16.7%) were classified 
as self-injurious behavior with unknown intent (Code 3), and the remaining 4 cases were 
classified in other outcomes. 

Conversely, the Columbia University group identified a total of 95 cases as definitive suicidal 
behavior (Outcome 3). Of these 95 cases, 61 (64.2%) were serious, suicide-related events in the 
ODS analysis; sixteen (16.8%) of the 95 cases were sponsor-defined suicide-related but 
nonserious events, and thus were excluded from the ODS primary analysis; and 18 cases were 
new, i.e., were identified through the expanded search for cases that was not part of the ODS 
analysis. 

On a net basis, the DNDP analyses considered 17 more cases than the ODS analysis. 

Comparison of risk estimates 
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Table 2 below compares the risk estimates derived from the two analyses, using the above- 
mentioned case definitions. 

Table 2: Comparison of Columbia University Outcome 3 with Serious suici de-related events 


Category of Trials 

Total 

N 

Drug 

Total 

N 

Pbo 

Incidence rate 
ratios, serious 
suicide-related 

events 

(ODS analysis)* 

Risk ratios, 
Columbia 
University 
Outcome 3, 
(DNDP analysis)* 

Paroxetine 

msm 


2.19 (0.92-5.24) 

2.65 (1.00-7.02) 

Sertraline 


mm 

2.52 (0.49-13.01) 

1.48 (0.42-5.24) 

Venlafaxine 

■Ha 

KOI 

1.80 (0.52-6.20) 

4.97(1.09-22.72) 

Fluoxetine 

mm 


0.88 (0.32-2.44) 

0.92 (D.39-2.19) 

Citalopram 

KEEB 

wssm 

2.54 (0.91-7.05) 

1.37 (0.53-3.50) 

Mirtazapine 

■EB 

88 

t 

1.58 (0.06-38.37) 

Nefazodone 

msm 

mm 

t 

** 

Fluvoxamine 

SI _ 

63 

t 

5.52(0.27-112.55) 

Bupropion 

WEM 

KOI 


** 

All MDD trials 


mmm 

1.95(1.19-3.21) 

1.71 (1.05-2.77) 

SSRl" MDD trials 




1.41 (0.84-2.37) 

Non-MDD trials 

Wil\M 


IJl (0.26-6.72) 

2.17 (0.72-6.48) 

Ail trials 

ESEl 

■HTI 

1.89 (1.18-3.04) 

1.78 (1.14-2.77) 


•Mantel-Haenszel method, fixed effects model 
**No events in either arm 

fRatio undefined due to zero events in placebo group 

ttincludes paroxetine, sertraline, fluoxetine, citalopram, fluvoxamine 

The overall risk estimate for the primary outcome for the “all trials” analysis decreased with the 
Columbia University reclassification analysis from 1 .89 to 1 .78; the confidence intervals for both 
risk estimates exclude one. For the category of SSRl MOD trials, the risk estimate decreased and 
lost statistical significance with the Columbia University reclassification analysis. In terms of 
results for individual drugs, the risk estimates for paroxetine and venlafaxine increased. 

CONCLUSIONS 

Consistent with the analysis described in the 3-19-04 consult, the DNDP meta-analysis also 
indicates a statistically significant association of suicidal events with antidepressant drug 
treatment in short-term pediatric clinical trials for all indications. In terms of subgroups of trials, 
the major differences were that the risk estimate for the category of SSRl MOD trials was lower 
and not statistically significant with the DNDP analysis, while the risk estimates for two drugs 
(paroxetine and venlafaxine) increased. In all three cases, however, the new point estimate falls 
within the confidence limits of the previous result. 

RECOMMENDATIONS 

With respect to what further analyses might be undertaken with the Columbia University dataset, 

I propose an analysis that examines events occurring after treatment discontinuation, since there 
appears to be a signal for at least paroxetine in this regard (please refer to the previous consults by 
the undersigned for details). 

Beyond what else may be done with the current dataset, I also propose an analysis with 
psychiatric inpatient hospitalization as the outcome. While not specific for suicidal behavior, this 
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might give insight into more general behavioral toxicities, and would have the advantage of being 
easily determined from the existing case reports. In addition, I agree with the plans to analyze the 
new data from the NIMH Treatment of Adolescent Depression Study (TADS), which will provide 
additional data for fluoxetine. With respect to possible regulatory actions, please refer to my 
recommendations in the 3-19-04 consult; the results from the DNDP meta-analysis using the 
Columbia University reclassification do not materially affect the recommendations 1 made 
previously. 

(hard copy signed 8-16-04) 

Andrew D. Mosholder, M.D., M.P.H, 

Epidemiologist 


diard copy signed 8-16-04) 
Mary Willy, Ph.D. 
Epidemiology Team Leader 
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CDER 2002 Report to the Nation 


Mission 


Tab 33 


The Center for Drug Evaluation and Research promotes and protects public 
health by assuring that safe and effective drugs are available to Americans. 
The Food and Drug Administration Modernization Act of 1997 affirmed 
the center’s public health protection role, clarifi^i the FDA’s mission and 
called for the FDA to; 

1 Promote the public health by promptly and efficiently reviewing 
clinical research and taking appropriate action on the marketing 
of human drugs in a timely maimer. 

2 Protect the public health by ensuring that human drugs are safe 
and effective. 

3 Participate through appropriate processes with representatives 
of other countries to reduce the burden of regulation, harmonize 
regulatory requirements and achieve appropriate reciprocal 
arrangements. 


4 


Carry out its mission in consultation with experts in science, 
medicine and public health and in cooperation with consumers, 
usere, manufacturers, importers, packers, distributors and retailers 
of human drugs. 


t 


This report is available on the Internet in Adobe Acrobat Portable 
Document Format and in hypertext markup language. The charts and 
graphs are available as Microsoft PowerPoint slides. The locations are; 

PDF: http://www.fda.gOv/cder/reports/rtn/2002/rtn2002.pdf 

HTML: http;//www.fda.gov/cder/reporls/rtn/2002/rtn2002.htm 

Slides: http://www.fda.gov/cder/reports/ftn/2002/rtn20^2.ppt 

Suggested citation: Food and Drug Administtation. CDER 2002 Report to 
the Nation: Improving Public Health Through Human Drugs. Rockville, 
Maryland, 20857. 
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m 28 BOB 

NDA 20-031 Tab 34 

NDA 20-710 


SmithKline Beecham Pharmaceuticals ^ 

Atientioa: Thomas F. Kline Three Years From the APR EB “•*- 

Manager, U.S. Regulatory Affairs Date of This Letter 

1250 South Collegeville Road, P.O. Box 5089 
CoUegeville, Pennsylvai^ 19426-0989 


Dear Mr. Kline: 

Reference is made to your Proposed Pediatric Study Request submitted on August 27, 1998 and 
October 15, 1998 to your New Dit^ Applications for Patdl (paroxetine hydrochloride) 10 mg. 20 
mg, 30 mg, and 40 mg tablets (NDA 20-031) and 10 mg/5 ml oral suspension (NDA 20-710). 

We have completed our review of your submission and concluded that your proposed pediatric 
study request is incomplete. 

To obtain needed pediatric information on paroxetine, the Food and Drug Administration (FDA) 
is hereby making a formal Written Request, pursuant to Section 505A of the Federal Food, Drug, 
and Cosmetic Act (the Act), that you submit information fiom the trials in pediatric patients with 
depression and Obsessive Compulsive Disorder (OCD) described below. 

PEDIATRIC DEPRESSION 

Background Comments on Pediatric Depression 

Under current regulations [21 CFR 201.57(fX9Xiv)], a new claim in a pediatric populatioD could 
be est^Ushed by extrapolating the effectiveness results of adequate and well controlled studies 
in adults for the same entity if it were believed that depression was essentially the same disease 
in adults and children. Under FDAMA (1997), a cldm might be based on a siitgle smdy in 
pediatric patients along with confirmatory evidence from another source, perhaps adult data for 
that disorder, an qiproacb considered in die draft guidance document entitled ‘Tsuidance for 
Industry - Providing Clinical Evidence of Effectiveness for Human Drug and Biological 
Products”. Tlus approach too reqiures some degree of belief that the course of the disease and 
the effects of the (hug are sufSciently similar in the pediatric and adult populations to make data 
fiom the adult efficacy studies pertinent to pediatric patients. Unfortunately, in our view there is 
little reason to assume continuity between adult and pediatric depression ^ our concern about 
the extiapolability of adult depression data to pediatric depression is more than theoretical. 
While we, of course, acknowMge the one published posidve report of fluoxetine in pediatric 
depression (Emslie, et aL 1997), we are concerned about the preponderance of negative studies 
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of antidepressants in pediatric populations. We recognize that all of these negative studies 
utilized tricyclic antidepressants, and riiat, in addition, there are otfier possible explanations for 
the negative outcomes, e.g., sample size, entry criteria, outcome measures, etc. Nevotheless, 
these negative trials (at least 12 in number) lead to a substantial concern about the ability to 
extrapolate positive antidepressant findings fiom adult to pediatric patients. Consequently, we 
believe that a pediatric depression claim for any antidepressant already tqtprov^ in adult 
deqjression would Med to be supported by two independent, adequate and well controlled clinical 
trials in pediatric depression. In addition, a pediatric depression jmgtam would need to include 
pharmacokinetic information and safety information in the relevant pediatric age groups. For 
pediatric depression, we consider the relevant age groups to include children (ages 7 through 1 1) 
and adolescents (ages 12 through 17). 

Specific Study Requiremeuts for Dcvclopuicut Prugrain in Pediatric Depression 
Types of Studies 

Pediatric Efficacy and Safety Studies 
Pediatric Pharmacokinetic Study 
Pediatric Safety Study 

Objective/Rationale 

The overall goal of the development program is to establish the safety and efficacy of the study 
drug in the treatment of ^iatric depression, and to develop other information, e.g., 
pharmacokinetic, pertinent to using the drug in the pediatric population. 

Study Design 

Pediatric Efficacy and Safety Smdies 

• For the controlled efficacy studies, conduct two randomized, double-blind, parallel group, 
placebo-controlled acute treatment trial, with a recommended duration of at least 6 to S 
weeks. We recommend that at least one of the two studies should be a fixed dose study 
including two or more fixed doses of the study drug. You may consider dosing patients on 
the basis of patient weight Randomization must be stratified by die two age groups studied. 
Ideally, a relapse prevention trial would follow ftom the acute treatment trials, involving the 
randomization of responders from the acute treatment trials to continuation on either study 
drug or placebo, with foliow-iqi observation for relapse for a period of 6 months or more. 
Please note that a relapse prevention trial is not required under this written request. 

Pediatric Pharmacokinetic Study 

• A phatmacokinetic study to provide informatioD pertinent to dosing of the study drug in the 
relevant pediatric population. These data could come from traditional ]diannacokinetic 
studies, or alternatively, from population kinetic approaches applied to controlled efficacy 
trials or to other safety trials. You should be aware that a giudance document on population 
pharmacokinetic studies is available under [www.fda.gov/cder/guidance/1852&il.p^. 



NDAs 20-031 & 20-710 


Pages 


Pediatric Safety Study 

• Safety data should be collected in the controlled efficacy trials. Longer-term safety data 
should be generated in lot^er-tenn open extensions fiom these trials and/or in separate 
longer-term open safety studies. 

Age Group in Which Study(ie$) wiil be Performed - AB Studies 

Both children (ages 7 to 1 1) and adolescents (ages 12 to 17) should be equally represented in the 

samples, and there should }:« a reasonable distribution of both sexes in these strata. 

Number of Patients to be Studied or Power of Study to be Achieved 

Pediatric Efficacy and Safety Studies 

• While it is difficult to specify the sample size needed to show a difference between drug and 
placebo in this population, it should be noted that, in the only published positive 
antidepressant trial in pediatric depression (Einslie, et al, 1997), there were 4S patients in 
each of the two treatment arms. 

Pediatric Pharmacokinetic Study 

• A sufficient number of subjects to adequately characterize the pharmacokinetics in the above 
age groups. 

Pediatric Safety Study 

• A sufficient number of pediatric patients to adequately characterize the safety of paroxedne 
at clinically effective doses for a sufficient duration. 

Entry Criteria 

The protocols should include a valid and reliable diagnostic method for recruiting children and 

adolescents with major depressive disorder. 

Study Endpoints 

Pediatric Efficacy and Safety Studies 

• It is essential to identify a single primary outcome for the controlled efficacy trials, and 
ordinarily this should be change fiom baseline to endpoint on whatever symptom rating scale 
you have chosen for your trials. 

Pediatric Pharmacokinetic Study 

• Pharmacokinetic measurements as appropriate. 

Pediatric Safety Study 

• Appropriately firequent standard measures of safely (clinical - including signs and symptoms 
and laboratory). 

Statistical Information 

Pediatric Efficacy and Safety Studies 
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• These trials riiould have a iktaiied statistical plan. Ordinarily diese trials should be designed 
with at least S0% suttistical power to detect a treatment effect of conventional (p^O.OS) 
statistical significance. 

Pediatric Pharmacokinetic Study 

• Descriptive analysis of the phannacoldnetic parameters. 

Pediatric Safety Study 

• Descriptive analysis of the safety data. 

Study Evaluations 

Pediatric EfBcat^ and Safe^ Studies 

• A scde specific to pediatric depiession and sensitive to the effects of drug treatment of 
pediatric depression, e.g., the CUldien’s Depression Rating Scale— Revised, and a global 
measure, e.g., the Clinical Global Impression (CGI). 

Pediatric Pharmacokinetic Study 

■ The pharmacokinetic assessments should be made with respect to the study drug and any 
metabolites that make substantial contributions to its efficacy and/or toxicity. For the parent 
and each metabolite followed, the data collected should provide estimates of the 
pharmacokinetic parameters including AUC, half-life, C„u , w, and apparent oral clearance 
in pediatric subjects in the relevant age range. You should be aware that a draft guidance 
document on pediatric phsumacoldnetic studies is available under 
[www.fda.gov/cder/guidance/index.htm, under Clinical/Pharmacological (Draft)]. 

Pediatric Safety Study 

• Routine safety assessments should include vital signs, weight, clinical laboratory, ECGs, and 
monitoriug for adverse events. Although not a pan of this Written Request, we remind you 
that it may be important to determine the effect of the study drug on the growth and 
development of pediatric patients, and we encourage you to consider longer-term studies of a 
year or more to address this question if the acute studies demonstrate antidepressant activity. 

Drug InformatioB 

Use age appropriate formulations in the studies described above. SiiKe the pediatric patient 
population consists of both children (ages 7 to 11) and adolescents (ages 12 to 17), your 
mariceted solid dosage formulation should be adequate for these studies. 

Drug Concerns 

No specific concerns related to administration to pediatric patients were identified while studying 
paroxetine in adults, nor have specific concerns been identified during tlM postmarkrtiig 
experience. 
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PEDIATRIC OBSESSIVE COMPULSIVE DISORDER (OCD) 

Background Comments on Pediatric OCD 

Under current regulations [21 CFR 201.57({)(9)(iv)], a new claim in a pediatric population could 
be established by extrs^lating the effectiveness results of adequate and well controlled studies 
in adults for the same entity if it were believed tibat OCD was essentially the same disease in 
adults and children. Under FDAMA (1997), a claim might be based on a single study in 
pediatric patients along with confirmatory evidence from another sturce, peih^s adult data for 
that disorder, and approach considered in the draft guidance document entitled “Guidance for 
Industry • Providing Clinical Evidence of Effectiveness for Human Drug and Biological 
Products”. This approach too requires some de^ee of belief that the course of the disease and 
the effects of the drug are sufficiently similar in the pediatric and adult populations to make data 
from the adult efficacy studies pertinent to pediatric patients. In the case of OCD, we believe a 
sufficiently strong case has been made for continuity between adult and pediatric OCD to penmit 
a pediatric claim for a drug already approved in adults to be supported by a single independent, 
adequate and well controlled clinical trial in pediatric OCD. In addition, a pediatric OCD 
program would need to include pharmacokinetic information and safety information in ftie 
relevant pediatric age groups. For pediatric OCD, we consider the relevant age groups to include 
children (ages 7 through 1 1) and adoleacents (ages 12 through 17). In keeping with the overall 
objective of a pediatric OCD development program, there would need to he a minimum of one 
adequate and well-controlled trial (to be defined under design below) to detennine the 
effectiveness of the study drug in die treatment of pediatric OCD. 

Specific Study Requirements for Development Program in OCD 

Types of Studies 

Pediatric Efficacy and Safety Studies 
Pediatric Pharmacokinetic Study 
Pediatric Safety Study 

Objectivc/Rationale 

The overall goal of the development program would be to establish the safety and efficacy of the 
study drug in the treatment of pediatric OCD, and to develop other information, e.g., 
phaimacokinetic, pertinent to using the drug in the pediatric population. 

Study Design 

Pediatric Efficacy and Safety Studies 

• For the controlled efficacy study, the design must be a randomized, double-blind, parallel 
group, placebo-controlled acute treatment trial, with a recommended duration of at least 10 
to 12 weeks. Ideally the study would be a &ed dose study including two or more fixed 
doses of the study drug. You may consider dosing patients on the basis of patient weight. 
Randomization ^ould be stratified by the two age groups studied. Ideally, a relapse 
prevention trial would follow from the acute treatment trial, involving the randomization of 
responders fiom the acute treatment trials to continuation on either study drug or placebo. 
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with follow-up observation for relapse for a period of 6 months or more. Please note that a 

lels^e prevention trial ie not required under this written request. 

Pediatric Pharmacokinetic Study 

• In addition, there would need to be pbarmacukinetic data to jaovide infonnadon pertinent to 
dosing of the study drug in the relevant pediatric populatiotL These data could come fiom 
traditionai pharmacokinetic studies, or alternatively, from population kinetic approaches 
applied to controlled effrcacy trials or from other s^ety trials. Please refer to the previous 
paragraph under “Specific Study Requirements for Development Program in Pediatric 
Depression”. 

Pediatric Safety Study 

• Safety data could come from controlled efficacy trials. Longer-term safety data ^ould be 
generated in longer-term open extensions from these trials and/or in separate longer-term 
open safety studies. Safety data will also be available, of course, from the pediatric 
depression studies. 

Age Group in Which Study(ies) will be Performed - All Studies 

Both child^ (ages 7 to 11) and adolescents (age.s 12 to 17) should be equally represented in the 

samples, and there should be a reasonable distribution of both sexes in these strata 

Number of Patients to be Studied or Power of Study to be Achieved 

Pediatric Efficacy and Safety Studies 

• While it is difficult to specify the sample size needed to show a difference between drug and 
placebo in this population, it should be noted that other positive trials in pediatric OCD have 
utilized samples of roughly 45-95 patients in each treatment arm. 

Pediatric Phaimacokinetic Study 

• A sufficient number of subjects to adequately characterize the pharmacokinetics in the above 
age groups. 

Pediatric Safety Study 

• A sufficient number of pediatric patients to adequately chatacterize the safety of paroxetine 
at clinically effective doses for a sufficient duration. 

Entry Criteria 

The {xotocols should include a valid and reliable diagnostic method for recruiting children aixi 

adolescents with OCD. 

Study Endpoints 

Pediatric Efficacy and Safety Studies 

• U is essential to identify a single primary outcome for the controlled efficacy trials, and 
ordinarily this should be change from baseline to endpoint on whatever symptom rating scale 
you have chosen for your trial. 
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Pediatric Phannacoldnetic Study 

• Pharmacokinetic measurements as a ppropii ate. 

Pediatric Safety Study 

• Appropriately Sequent standard measures of safety (clinical - including signs and symptoms 
and iaboratoiy). 

Statistical Information 

Pediatric EfiBcacy and Safety Studies 

• This trial should have a detailed statistical plan. Ordinarily this trial should be designed with 
at least 80% statistical power to detect a treatment effect of conventional (pm.OS) statistical 
significance. 

Pediatric Phaimacokinetic Study 

• Descriptive analysis of the pharmacokinetic parameters. 

Pediatric Safety Study 

• Descriptive analysis of the safety data. 

Study Evaluations 

Pediatric Efficacy and Safety Studies 

• The efficacy assessments should include a validated symptom rating scale specific to 
pediatric OCD and expected to be sensitive to the effects of ding treatment of pediatric OCD, 
e.g., the Children’s Yale-Brown Obsessive Compulsive Scale (CYBOCS), and a global 
measure, e.g., the Clinical Global Impression (CGI). 

Pediatric Pharmacokinetic Study 

• The pharmacokinetic assessments should be made with respect to the study drug and any 
met^Iites that make substantia] contributions to its efficacy and/or toxicity. For the parent 
and each metabolite followed, the data collected should provide estimates of the 
pharmacokinetic parameters including AUC, half-life, Qnn , <«> and parent oral clearance 
in pediatric subjects in the relevant age range. You should be aware that a draff guidance 
document on pediatric pharmacokinetic studies is available under 
[www.fda.gov/cder/guidancerindex.htin, under Clinical/Pfaatmacological (Draff)]. 

Pediatric Safety Study 

• Routiie safety assessments should include vital signs, weight, clinical laboratory, ECQs, and 
monitoring for adverse events. Although not a part of this Written Request, we remits you 
that it may be important to determine the effect of the study drug on the growth and 
developmoit of pediatric patients, and we encourage you to consider longer-term studies of a 
year or more to address this question if the acute studies demonstrate efficai^. 


Drug Information 
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Use age appropriate foimuladons in the studies described above. Since the pediatric patient 
population consists of both children (ages 7 to 11) and adolescents (ages 12 to 17), your 
mooted solid dosage formulation diould be adequate for these studies. 

Drug Concerns 

No specific concerns related to administration to pediatric patients were identified while studying 
paroxetine in adults, nor have specific concerns been identified during the postmarketing 
experience. 

Labeling That May Result from the Studies 

The pediatric depression efficacy, safety, and pharmacokinetic studies described in this request 
could result in the addition to labeling of information pertinent to these studies. Similarly, the 
data generated from the OCD efficacy, safety, and pharmacokiiretic studies described in this 
request could result in the addition to labeling of information pertinent to these studies. 

Format of Reports to be Submitted 

Full study reports or analyses, not previously submitted to the Agency, addressing the issues 
outlined in this request, with full analysis, assessment, and interpretation. 

Timeframe for Submitting Reports of the Stndyfies) 

Reports of the above studies must be submitted to the Agency within 3 years firom the date of 
this letter to be eligible to qualify for pediatric exclusivity extension under Section SOSA of the 
Act. Please remember that pediatric exclusivity extends only existing patent protection or 
exclusivity that has not expired at the time you submit your reports of studies in response to this 
Written Request. 

Please submit protocols for the above studies to an investigational new drug application (IND) 
and clearly mark your submission “PEDUTRIC PROTOCOL SUBMITTED FOR 
PEDIATRIC EXCLUSrvrry STUDV” in large font, bolded type at the beginning of the cover 
letter of the submission. We recommend you seek a written agreement with FDA before 
developing pediatric studies. Please noti^' us as soon as possible if you wish to enter into a 
written agreement by submitting a proposed written agreement. Clearly mark your submission 
“PROPOSED WRITTEN AGREEMENT FOR PEDIATRIC STUDIES” in large font, 
bolded type at the begitming of the cover letter of the submission. 

Reports of the studies should be submitted as a supplement to your approved NDA with the 
proposed Idling changes you believe would be warranted based on the data derived from these 
stupes. When submitting the reports, please clearly mark your submission “SUBMISSION OF 
PEDIATRIC STUDY REPORTS - PEDIATRIC EXCLUSIVITY DETERMINATION 
REQUESTED” in large font, bolded type at the beginnmg of the cover letter of the submission 
and include a copy of this letter. Please also send a copy of the cover letter of your submission, 
via fax (301-594-0183) or messenger to the Director, Office of Generic Drugs, HFD-600, Metro 
Park North II, 7500 Standish Place, Rockville, MD 20855-2773. 
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If you msh to discuss any amendments to this Written Request, please submit proposed changes 
and the reasons for the proposed changes to your iqiplication. Submissions of proposed changes 
to this request should be clearly marked “PROPOSED CHANGE IN WKmEN REQUEST 
FOR PEDIATRIC STUDIES” in laige font, bolded type at the beginning of the cover letter of 
the submission. You will be notified in writing if any changes to fiiis Written Request are agreed 
upon by the Agency. 

We hope you will fulfill this pediatric study request. We look forward to working vnth you on 
this matter in order to develop additional pediatric information that may produce health benefits 
to the pediatric population. 

If you have any questions, contact Paul A. David, Regulatory Project Manager, at (301) 594- 
5530. 


Sincerely yours. 




Robert Temple, M.D. 
Director 


Office of Drug Evaluation 1 

Center for Drug Evaluation and Research 
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GlaxoSmithKline 
U.5 ftcgulatory Affairs 
Ok'? Fr.inkfin P!.i;3 
P O. Box 7929 

P6iiaci«tnhi.r pa 
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TcloDhcoe: 215 751 3868 
fax. 255 "51 4926 
•.X’vy.'/.gsk.com 


DUPLICATE 


$,es-^ 2 i<e‘' 2 -) 


Dear Dr. Katz: 


SUPPLEMENT AMENDMENT 


Reference i.s made to our approved New Dnig Application for Paxil® (paroxetine 
hydrochloride) Tablets, NDA 20-031. Additional reference i.s made to our pediatric 
supplemental cpr. lic vi-'-i MD.A 20-03 1/S-037 and Its as'^ociated "npprovable leuer,” 
dated October !0, 2002. 


Because pediatric applications will soon be submitted to various foreign regulatory 
authorities, and because it may be several more weeks before a complete response to 
the approvable letter is available, GSK wanted to ensure that FDA received two 
additional analyses we have conducted in connection with the term “emotional 
lability,” which was the subject of Questions 7 and 8 of the npprovable letter, 


Subsequent to the analyses submitted to FDA on May 2, 2002, and February 6, 2{X)3, 
ccnccrning the cvcrr.1] clinical trial population (adult and pediatric), we conducted 
analyses of the reports of suicide attempts and “possibly suicide-related” events (as 
this term was defined) from the pediatric-only clinical trials (Attachments 1 and 2). 
Each analysis looked at two treatment penods from the place^'O-conlrolied trials: (1) 
on-therapy (including taper phase): and (2) on-therapy plus 30 days post-therapy. 

The analyses also broke down the events by indication. 


The analysis of .suicide attempts demonstrated that there was no slati.stically 
significant difference between paroxetine and placebo during the “ on-therapy " 
period . Similarly, with rc.specl lo “possibly suicide-related” events, there wa.s no 
statistically significant difference between paroxetine and placebo during the “oiv 
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iherapv*’ period . By contrast, there was a stalisticaJiy significant difference between 
paroxetine and placebo in terms of events occurring during the “ on-therapy plus 30 
days post-therapv period .” with respect to both suicide attempts-and “possibly 
suicide-related” events, when data from all pediatric sludies/indications was pooled. 
For all analyses, there was no statistically significant difference between paroxetine 
and placebo for any of the specific individual pediatric indications. 

Please note that we are including with this submission an internal report that provides 
greater detail concerning the events that were the subject of the two analyses 
(Attachment 3). As always, we will continue to evaluate whether any additional 
analyses are required, if they are, we will provide such analyses, as appropriate. 

Finally, we are planning to submit revised labeling to the Division in the upcoming 
complete response to the October 10. 2002 letter. 

Please do not hesitate to contact me at (215) 751-4054 if you have any questions or 
require additional information. 


Sincerely, 


Thomas F. Kline 
Director 

Regulatory Affairs 
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I. Background 

In response to an FDA inquiry about the constituent symptoms included in the 
preferred term “emotional lability" a post-hoc analysis of adverse events, possibly 
related to suicidaiily, was conducted. Thirty three subjects in the pediatric 
placebo controlled trials of paroxetine for any indication were identified in a post- 
hoc statistical analysis of "possibly suicide-related" Adverse Events (AEs). As 
with any statistical analysis confined to a narrow categorical limit, especially 
when it is not prospectively defined, the analysis of "possibly suicide-related" 
Adverse Events (AEs) did not take into account relevant and potentially 
contributing clinical factors. This report focuses on a clinical review of these 33 
cases. 

Only the controlled sections of these pediatric placebo controlled trials were 
uiiiiied in the statistical analysis, i.e. uncontrolled extension phases and run-in 
periods were not included. Subjects were included in the "possibly suicide- 
related" category if they met the "broad analysis" defmilion criteria under the 
preferred term "emotional lability" and verbatim terms containing a number of 
text strings related to suicidal ideation, suicide attempts, and self inflicted harm. 
Subjects who met criteria under the preferred term of "overdose" and "intentional 
overdose" were also included. Essentially, all subjects with a post-randomization 
suicide attempt and subjects with new or worsening suicidal ideation occurring 
after randomization, including those in the taper and post discontinuation phases, 
were included in the clinical analysis. It should be noted that the post 
discontinuation phase was uncontrolled, and the data from this phase are difficult 
to interpret since new medications may have been started; patients were aware 
that the study was ending; foilow-up was Variable and less systematic; no 
accounting is made for the possible return of symptoms, and discontinuation 
symptoms may have resulted in inadvertent imblinding. 


The thirty three cases with " possibly suicide-related " AEs were identified out of 
I3S5 subjects in pediatric clinical trials 329, 377, 701. 676, 704 and 453. Studies 
329. 377 and 701 were pediatric depression studies and twenty eight of the thirty 
three suicidal subjects assigned to cither pnro.xciine cr plc.ccbo 'Acre id-r.liSed in 
these trials. Sufficient efficacy was not demonstrated in these pediatric depression 
trials to warrant submission to regulatory authorities requesting a claim of 
efficacy. Four patients with suicidaiily were identified in the Social Anxiety 
Disorder trial 676. and one suicidal patient was identified in study 704 in 
Obsessive Compulsive Disorder (OCD). Efilcacy was demonstrated in these 
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pediatric Social Anxiety Disorder and Obsessive Compulsive Disorder trials. 
Study 453 in pediatric OCD had no reported suicide-related A^Es in the double- 
blind phase. Therefore, ail 33 cases were identified in studies 329, 377, 701, 676, 
and 704. No deaths were reported in any of these pediatric studies (Tables I and 
2 ). 

Serious adverse event narratives and case report forms were used as reference 
materials for the clinical review which included an overview of verbatim 
descriptions of the suicidal events and an analysis of several key clinical factors 
including the treatment phase during which these events occurred, investigator 
reported relatedness to study drug, demographics, comorbidity, study drug dosage 
before and during the events, duration of treatment, concomitant medications, 
depression scale suicidality scores before, during, and after the event when 
available, comorbid psychiatric and medical history and the presence of 
proximate psychosocial stressors. 

II. Study Phase 

The incidence of events of suicidality were analyzed in two ways. These included 
an analysis of all events occurring post randomization (Table I) and a second 
analysis of events occurring only on study drug, including taper phase events 
(Table 2). Most events of suicidality occurred during the treatment phase for both 
the paroxetine and placebo groups. 

Paroxetine events - 17/25 occurred during the treatment phase, 1/25 occurred 
during the taper phase, and 7/25 events occurred during the 30 day post last dose 
period. 

Placebo events - 6/8 occurred during the treatment phase and 1/8 occurred one 
day after the initiation of the taper phase and J/8 occurred during the 30 day post 
last dose period. 

As noted there were seven paroxetine and one 30 day post last dose events. All 
eight 30 day post last dose events occurred within 4 days of stopping either 
paroxetine or placebo. 

III. Relatedness 

Most reports of post-randomisation suicidality were judged by the clinical 
investigator to be unrelnted to either paroxetine or placebo. Only "unrelated" and 
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"probably unrelated" events required an explanation on the SAE form if the event 
was considered serious. Non-serious AEs did not require any explanation. In these 
trials the explanation as to why these events were unrelated and probably 
unrelated were under reported as only 7/16 investigators completed this 
information. 

Paroxetine Events - Related 1 , Possibly Related 3, Probably Unrelated 
5 , Unrelated 16 

Placebo Events - Related 1, Possibly Related 2 , Probably Unrelated 1 , 
Unrelated 4 

The one related event for the subject on placebo was reported by the 
invesrigator as related to "lac.k of efncacy". 

The one paroxetine patient with a "related" SAE of suicidality, which 
occurred during the taper phase, was a 16 year old white female who 
reported that she ingested 100 tablets oTparoxeiine following a fight with 
her mother one day after being withdrawn from the study due to lack of 
efficacy and approximately 6 weeks after the initiation of study 
medication. She was on 50 mg paroxetine/day the day before the event. 
The patient was brought to the emergency room approximately 7 to 8 
hours after the time she reportedly ingested the overdose of medication 
and approximately 32 hours after her last per protocol scheduled dose of 
paroxetine. A urine drug screen conducted by the emergency room 
physician was found to be negative for approximately 700 compounds 
including paroxetine and other antidepressants. The drug screen was only 
positive for caffeine, opening up the possibility that the patient did not 
actually ingest 100 tablets of paroxetine and that she was not taking her 
study medication as required per protocol. 

With respect to ratings on the CDRS this patient had shown slight 
improvement in her depressed mood on the day prior to the event (CDRS; 
Item 1 1= 4 compared to baseline CDRS: Item 1 1- 6). The patient did not 
endorse significant depressed mood on the KADS at baseline (score = 0 
"hardly ever") nor on the day prior to the event (score = 0). Ratings of 
irritability on both the CDRS and the KADS were improved on the day 
prior to the event, when the patient indicated she "hardly ever" felt 
irritable, compared to baseline when she felt irritable "most of the time". 
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There was no evidence of suicidal ideation on either the CDRS or the 
KADS the day prior to the event. 

The patient did not display any signs of worsening mood or irritability at 
the early withdrawal visit, nor were there signs of suicidal ideation. In 
fact, the patient’s condition was considered by the investigator to be 
"minimally improved". The patient was not taking any concomitant 
medications. The only adverse event that she experienced during the trial 
was insomnia which lasted for approximately 8 days and did not overlap 
with the event. Given this patient’s negative urine drug screen for the 
presence of paroxetine, possible lack of compliance with study medication 
improved CDRS and KADS rating scale scores just prior to the event, and 
the presence of a proximate psychosocial stressor, relatedness of the SAE 
of suicidality to paroxetine in this case cannot be accounted for in the 
record. 


IV. Dose Range 

Fixed dose studies to determine dose response and dose related adverse events 
were not included in the pediatric program. All suicidal events occurred while 
subjects were enrolled in flexible dose studies, and all events occurred while 
subjects were on paroxetine across a range of doses from 20 mg to 50 mg daily 
with most events taking place while subjects were on between 20 mg to 40 mg 
daily. One event occurred at 50 mg daily. Four subjects on paroxetine had an 
escalation of 1 0 mg in their daily dose within one week prior to the event. Four 
paiicnts assigned to paroxetine were on no medication at the time of the event 
(stopped prior to event). None of the 8 placebo patients had a dose escalation 
within one week prior to (he suicidal event. No determination of a dose 
dependent effect on the emergence or worsening of suicidality can be ascertained 
from these data. 


V. Duration of Treatment 

Subjects with new or worsening post-randomisaiion suicidality were on 
paroxetine for an average of 54 days prior lo (heir suicidal event and on placebo 
for an overage of 61 clays prior to the event with a range of 1 1-156 days for 
paroxetine and 5-108 days for placebo. The median number of days exposure 
prior to the event was 42 days for the paroxetine group and 63.5 days for those on 
placebo. No clear relationship belw'een time on study drug and the development 
of suicidality is apparent. 
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VI. Concomitant Medications and Substances 

Subjects were on a variety of concomitant medications for multiple different 
medical indications. Only one patient on paroxetine was on a concomitant 
medication, "Benzocaine for weight loss," with a possible contributing 
psychooctive component; one other patient overdosed on tranxene which may also 
have been taken concomitantly at other limes; one admitted to smoking marijuana 
several days prior to the event, and one was found to have cannanaboids on a drug 
screen. Subjects on placebo were on no concomitant medication with a significant 
contributing psychoactive component. 

VII. Demographics 

In the ail patients (children and adolescent's combined) all studies population (329. 
377, 701 . 704. 676) there were more females randomized to paroxetine compared 
to placebo (57.6% [370/642] female paroxetine patients versus 50.1% [275/549] 
female placebo patients). For adolescents (ages 12-18 years) in (he all studies 
population, there was also a higher proportion of females randomized to 
paroxetine compared to placebo (61 .0% [296/485] female adolescent paroxetine 
patients compared to 53.4% [213/399] female adolescent placebo patients). 
Gender characteristics for the child age subgroup (ages 7-1 1 years) are not 
presented here since all but one of the suicidal subjects were adolescents. Unlike 
the higher proportion of females randomized to paroxetine in the all studies 
population (total and adolescent subgroups), there were similar proportions of 
females between groups in MOD studies 329, 701 and 377 in the adolescent age 
subgroup (63.0% (206/327] female paroxetine patients compared to 62.6% 
[149/238] female placebo patients). 

In the "broad analysis" of suicidality there were a total of 645/1 191 (54.1%) 
female and 546/1 191 (45.8%) male pediatric subjects ages 7-18 years of age in 
studies 329, 377,701, 676 and 704. Adolescent females ages 12-18 years 
accounted for 509/884 (57.6%) of total subjects and adolescent males ages 12-18 
years accounted for 375/884 (42.4%) of total subjects. 

Of the 33 subjects with post-randomisation new or worsening suicidality there 
was n preponderance of females. Twenty-six out of 33 (79%) of suicidal subjects 
were female and 7/33 (21%) were male. There were 20/25 (80%) female subjects 
in the paroxetine group with suicidality and 5/25 (20%) male subjects. There were 
6/8 (75%) female and 2/8 (25%) male subjects included in the placebo group with 
suicidality. 
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Most paroxetine and placebo patients with suicidality characterized themselves as 
while ( 1 8/25 on paroxetine 5/S on placebo ). 

Study 704 in OCD and 701 in Major Depressive Disorder included children ages 
7-1 1 and adolescents ages 12-18. Study 701 had one child age 1 1 with suicidality. 
No children under the age of 1 1 years were reported as suicidal. The age range 
for adolescents who reported suicidality was 12 to 18 years. The average age for 
the paroxetine group reporting suicidality in all pediatric studies was 1 5.4 years 
and 1 4.3 years for the placebo group. 


VIII. Cormorbidity 

Seven out of 25 paroxetine subjects had at least one ongoing comorbid DSM-IV 
psychiatric diagnosis at the time of entry into the study and 3/25 paroxetine 
subjects had a history of past psychiatric diagnosis at the time of entry into the 
study. Five out of 8 subjects on placebo had either a past or concurrent comorbid 
psychiatric disorder. No partem ofcomorbid concurrent or past psychiatric history 
emerged as contributing to suicidality. However, the presence of comorbid 
concurrent and post psychiatric disorders such as Substance Abuse, ADHD, 
Borderline Personality (traits). Conduct Disorder and Anxiety Disorders cannot be 
ruled out as possibly contributing to a worsening in the patient’s condition or at 
least rendering the patient less prone to treatment response. One patient developed 
what was reported as new onset auditory hallucinations. Evidence of a thorough 
evaluation of previous psychotic symptomatology was not apparent in the records 
available for review, and incipient bipolar or psychotic disorder cannot be ruled 
out for this subject. 

IX. Nature and History of Suicidality 

Post Randomization Suicide Attempts vs Suicidal Ideation: 

Twenty-five out of 33 (76%) of the total reports or'’possibly suicide-related” 
adverse events were in the paroxetine group and 8/33 (24%) were in the placebo 
group. Seventeen out of 25 (68%) of patients reported as suicidal on paroxetine 
had suicide attempts vs. 6/8 (75%) patients on placebo. The remaining 8/25 (32%) 
subjects on paroxetine had suicidal ideation only vs. 2/8 (25%) on placebo with 
suicidal ideation only. No clear relationship between drug and suicidal attempt vs. 
ideation is apparent. Subject PID; 377.024.00158 is described as experiencing an 
episode of "automutilaiion" in the form of face slapping. There is no mention of 
suicidal ideation or suicidal intent, and although this subject is counted as a 
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suicide allempl in the paroxetine group it is ihe clinical reviewer's opinion that 
this subject should not be included as suicidal. 

Method of Suicidaiity: 

The most common method of suicide attempt for both the paroxetine and placebo 
groups was overdose. Several subjects in both groups made "suicide gestures" in 
particular wrist scratching and superficial cutting are noted by the investigators. 
No clear relationship between drug and method of suicidal attempt is apparent. 

History of Past Suicide Attempts and'or Past Suicidal Ideation: 

Sixteen out of 25 subjects randomized to paroxetine and 6/8 subjects randomized 
10 placebo who were identified with worsening or new suicidaiity after 
randomization had a history of one or more suicide attempts and/or suicidal 
ideation prior to their entry into the study as reported on the suicidal 
ideation/suicidal acts questions of their KSADS-L (used in MDD studies 329 and 
377) or by the investigator’s report of the subjects' past psychiatric history. Of 
these 1 6 subjects on paroxetine, j 0 subjects had past suicidal ideation alone. 3 
subjects had both past suicidal ideation and one or more suicide attempts and 3 
subject had a past suicide attempt. Of the 6 subjects on placebo, 3 subjects had 
past suicidal ideation alone, one subject had both past suicidal ideation and one or 
more past suicide attempts, 2 subjects had a past suicide attempt. No clear 
relation.ship between drug and history of suicidal attempt and/or ideation is 
apparent. 

Presence of Suicidaiity at Randomization: 

Eight out of 25 (32%) of the subjects in the paroxetine group and 4/S (50%) of the 
placebo group had suicidaiity already present at randomization prior to taking 
study medication as measured by a HAM*D Item 3 score > 3 in study 329, 
MADRS Item 10> 3 in study 377, or CDRS item 13 > 3 in studies 701 and 676. 
Study 704 in OCD had no depression scale or suicide item measurement. Five out 
of 25 (20%) of these subjects on paroxetine and 2/8 (25%) of these subjects on 
placebo scored 4 on the MADRS Item 1 0 indicating the presence of serious 
suicidaiity at the time of randomization and before starting study medication. 

No clear relationship between drug and suicidaiity at randomization is apparent. 

Presence of Suicidaiity at Randomization and Subsequent Suicide Attempts vs. 
Suicidal Ideation: 

Six out of 17 (35%) of patients on paroxetine identified as attempting suicide 
subsequent to randomization had suicidal ideation already present at the lime of 
randomization as did 3/6 (50%) of the placebo group who had a post 
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randomization suicide attempt. Two out of 8 (25%) of patients on paroxetine who 
were identified with suicidal ideation subsequent to randomization had suicidal 
ideation already present at the time of randomization as did 1/2 (50%) of the 
placebo group with post randomization suicidal ideation. 

Presence of Suicidality at Randomization and Overlapping History of Suicide ■ 
Attempts, Suicidality, and Psychosocial Stressors: Six out of 25 subjects on 
paroxetine and 3/8 subjects on placebo had overlapping suicidality reported at 
randomization, a past history of suicide attempts and/or suicidality, and/or 
psychosocial stressors. 

X. Proximate Psychosocial Events 

Psychosocial factors were prominent prior to the suicidal event in 1 0/25 of the 
paroxetine cases with post-randomization suicidality and 1/8 subjects on placebo. 

XI. Summary 

Thirty three cases of "possibly suicide-related” adverse events vvere identified in 
the treatment, taper, and post discontinuation phases of pediatric clinical trials 
329, 377,701 , 676 and 704, with most events occurring in depression trials 329, 
377 and 701 . Suff cient efficacy was not demonstrated in these pediatric 
depression trials to warrant submission to regulatory authorities requesting a 
claim of effcacy. The disorder specif c statistical analyses of the incidence of 
"possibly suicide-related" adverse events for subjects in the treatment, taper, and 
post discontinuation phases showed no statistically signif cant differences 
between the paroxetine and placebo groups (Table 1). An overall statistical 
analysis of "possibly suicide-related" adverse events that included subjects in the 
treatment, taper, and post discontinuation phases for all indications combined 
showed that the paroxetine group had a numerically and statistically greater 
number "possibly suicide-related" AE compared to the placebo group (Table 1). 
However, when "possibly suicide-related” AEs for subjects who discontinued 
paroxetine were excluded from this analysis, i.e. when only treatment and taper 
events were included, there was no statistically significant difference in "possibly 
suicide-related" AEs between the paroxetine and placebo groups in both the 
individual disorders analysis as vseil as the overall combined disorders analysis 
(Table 2). 

The analyses for “on-drug’" subjects is seen to be the more relevant and 
scientifically defensible analysis as this is limited to a more controlled drug- 
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placebo comparison, i.e, during ihe randomized, placebo-controlled portions of 
the study. The analysis which includes subjects in the 30-da^' “off-drug” period 
(Table 1) is confounded by a number of different factors. New medications may 
have been started; patients were aware that the study was ending; follow-up was 
variable and less systematic; no accounting is made for the possible return of 
symptoms, and discontinuation symptoms may have resulted in unintended 
unblinding. It should also be noted that the "on therapy plus 30-days" analyses, 
include, in the numerator, all events occurring during the double-blind phase as 
well as any events in the 30 days after stopping treatment. The denominator 
however, (exposure and PYE) includes only those days during the double-blind 
phase, and not the 30 day period after stopping treatment. 


A further clinical review of these 33 cases confirms that paroxetine was not 
associated with any completed suicide. Also, the method of suicide attempt did 
not appear to be any more impulsive or serious for the suicidal subjects in the 
paroxetine group compared to the placebo group. Among the events identified in 
subjects on paroxetine with a post-randomisation "possibly suicide-related" 
serious adverse event. 21/25 (84%) events were judged by the clinical 
investigators to be unrelated or probably unrelated to paroxetine. 

No determination of a dose dependent effect on the emergence or worsening of 
suicidality related to paroxetine can be ascertained from the data. No clear 
relationship between the number of days on paroxetine or placebo and the 
development of suicidality was apparent.. 

Concomitant medications and substances with a psychoactive component may 
have played a role in complicating the clinical course of at least 4 subjects with 
suicidality assigned to the paroxetine group and none in the placebo group. 
However, concomitant medications and cannabis abuse or its presence as part of a 
drug screen were not reported by any investigator as directly leading to suicidality 
in any subject. 

Several subjects on paroxetine and placebo hod one or more past or concurrent 
comorbid psychinlric disorder. Proportionally more subjects on placebo had such 
disorders. The presence of comorbid concurrent and/or past psychiatric disorders 
such os Substance Abuse, ADHD, Borderline Personality (traits), Conduct 
Disorder and Anxiety Disorders seen in subjects with suicidality in these trials 
cannot be ruled out as po.ssib!y contributing to treatment resistance or a worsening 
clinical course for both paroxetine and placebo treated subjects with suicidality 
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The ail patients ali pediatric studies and ’’broad analysis" caltulation of gender 
distribution showed a greater lota! number of female adolescents randomized lo 
cither paroxetine or placebo compared to males. In both analyses there was a 
greater number of female adolescents randomized to paro.xetine compared to 
placebo and there was between 3 to-4 times as many females than males among 
the 33 post-randomisation suicidality cases. The imbalance of females with 
suicidality compared lo males suggests that females were at greater risk for post 
randomisation emergence of suicide attempts or new or worsening suicidal 
ideation in these studies. This is consistent with what has been reported in the 
adolescent literature. When unequal gender distribution between paroxetine and 
placebo groups is not a factor, which was the case in depression studies 329. 377 
and 701 . a statistical analysis of post-randomisation suicidality in these studies 
shows no statistical difference in '‘possibly suicide-relajed” adverse events between 
the paroxetine and placebo groups. 

A history of suicide attempts r.r.d/cr stti Ado! we!? nr the presence cf 

suicidality at randomization measured by the suicide item of the HAM-D, 
MADRS, or CDRS was likely lo have complicaied the clinical course of a 
significant number of subjects who reported suicidality after randomization in 
both the paroxetine and placebo groups. Subject PID: 377.024.00158 with the face 
slapping related AE should not be counted as having a "possibly suicide-related" event. 
Also, post-randomisation psychosocial factors were pointed to by investigators as 
contributing to post-randomisation suicidality in both groups. 

XII. Discussion 

A statislical analysis confined to categorical limits such as "possibly suicide- 
related" AEs or new and worsening post randomisation suicidality may obscure 
important contributing clinical findings and should prompt us to impose limits on 
how we interpret such data. Further caution should be taken when interpreting the 
clinical meaning of the relative incidence of suicidal ideation and suicide attempts 
between the paroxetine and placebo groups in these pediatric studies when we 
consider that there were no completed suicides uhile subjects were on paroxetine 
and that 21/23 (84%) of the reported suicidal events occurring while subjects were 
on paroxetine were judged by the clinical investigators lo be unrelated and 
probably unrelated to paroxetine. 
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In addition, seriously suicidal subjects are generally excluded from clinical drug 
trials, e.g. subjects with MADRS scores of 4. This was not the case in our 
pediatric trials. Instead, as is sometimes allowed, it was left up to the 
investigator's clinical judgement to determine suicide risk and then include or 
exclude suicidal subjects accordingly. Since past suicidal ideation and suicide 
attempts in adolescents are among the strongest predictors of future suicidal 
behaviours, this same positive correlation seen in our pediatric trials cannot be 
discounted and may have contributed to the reported incidence of suicidalily seen 
in these studies, especially considering that some of these suicidal subjects were 
included with potentially confounding comorbid psychiatric disorders and 
psychosocial stressors. 

A-5C. d'e loial number of adolescents randomised to the paroxetine group 
contained a greater proportion of female adolescents cempored to the placebo 
group. Female adolescents are reported to be at 2 to 4 times higher risk for 
suicidal ideation and attempts compared to their male counterparts who complete 
suicide more frequently. This higher proportion of females in the total paroxetine 
group may have contributed ic the higher incidence of suicidalily seen with 
paro.xetine. 

During the course of a psychiatric clinical drug trial in a pediatric population there 
are many factors that can account for adverse event reports of aggression, 
emotional lability, impulsiviiy, agitation, suicidal ideation and suicide attempts. 
Emotional regulation, in general, is a developmcntaily acquired process that 
requires a child and adolescent to experience a variety of situations from which 
they learn coping skills. This process is complex, not well understood, and is 
impacted by biological/neurological and environmental factors. By virtue of their 
age and inexperience children and adolescents have less developed coping skills 
than adults which may place them at greater risk for emotional dysregiilation. 
especially when they are experiencing the stress of a mental disorder. In pan, this 
may account for why completed suicide is the third leading cause of death among 
young people and why adverse events related to emotional dysregulation are 
likely to be reported in pediatric trials and in clinical settings (NIMH 1999, King 
RA ei a! 1991, Keller MB et al 2001, Emslie GJ 2002) 

In summary, confounding clinical, demographic, psychosocial and developmental 
factors were present in subjects enrolled in our pediatric clinical trials. From a 
clinical perspective these should be viewed as contributing to the incidence and 
cause of adverse events such os aggression, emotional lability, impulsivity. 
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ngitotion, suicidal ideation and suicide attempts and not attributed solely to 
paroxetine or placebo. 


XIII. TABLES 


I T:ibie 1: I.'C'tlcnc;'; pcr5-;n ;• r r.' Inci-JcncL* density for "possibly suicide-reblecl" 

I events, bv treatment srouo and indication (On Therapy plus 30 days post-therapy) 

Indication 


Paroxetine 

Placebo 








1 % ) 

j ; " 




PYE 

S5 




n/PYE (rate relative to exposure) 

0.24 



OCD 

n/N (% ) 

1/195 (0.5%) 

0/205 (0.0%) 

mm 


PYE 

41 

41 



n7PYE (rate relative to exposure) 

0.02 



Social .An.xiety 

n/N (% ) 

4/165(2.4%) 

0/157(0.0%) 



PYE 

5! 

47 



n/PYE (rate relative to exposure) 

O.OS 

0.00 


Overall 

n/N (% ) 

25/73S(3.4%) 




PYE 


149 



n/PYE (rate relative to exposure) 

0.14 

0.05 



Footnotes to Table 1 


1. Exposure for one placebo patient (676.015,24401 ) could not be calculated due to missing start 
and stop dates ofmedicaiion. 

2. No early onset attempted suicides occuned for patients tapering from single blind / open label 
paro.xetine prior to receiving randomized placebo. 


14 


000036 







362 


Table 2: Incidence, person year exposure, and incidence density for "possibly suicide-rel.iled" 

events, bv treatment sroiiD and indication (On Thernpv) 

Jndic.atioh 


Paroxetine 

Pl.ncebo 

P-vnlue 






Depression 

n/N (% ) 

14/378(3.7%) 

7/285 (2.5%) 

0.50 


PYE 

85 

61 



n/PYE (rate relative to e:cposure) 

0.16 

o.n 

0.43 

OCD 

n/N (% ) 

1/195(0.5%) 

0/205 (0.0%) 

0.49 


PYE 

4t 

41 



I'i/'i j.'a'e fe.aiivt to c.-pcsurci 

0.02 

0.00 

n/a 

Social Anxiety 

n/n {% ) 

3/165(1.3%) 

0/157(0.0%) 

0.25 


i t 

5 1 

47 



n/PYE (rate relative to e.xposure) 

0.06 

0.00 

n/a 

Overall 

n/N {% ) 

18/738(2.4%) 

7./647(l.l%) 

0.07 


PYE 

176 

149 



iv'P'i'E {rate relative to exposure) 

O.iO 

0.05 

o.os 


Footnotes to Tnblc 2 

!. Exposure for one placebo patient (676.0I5.2'4-40l) could not be calculated due to missing start 
and stop dates of medication, 

2. No early onset attempted suicides occurred for patients tapering from single blind / open label 
paroxetine prior to receiving randomized placebo. 

The following eight patients experienced possibly suicide-related events during the 30 day 
window post therapy and therefore do not contribute to the event counts: (329.002.00058. 
329.005.00333, 377,042.00315.377.049.00479. 701.154.25768,701.180.25639, 701.183,27620 
(Depression) and 676.01 1.24283 (Social Anxiety). 
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Tab 37 FDA Talk Paper 
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Consumer Inquiries: 888-lNFO-FDA 


FDA Statement Regarding the Anti-Depressant Paxil for Pediatric 
Population 


ADVISORY: DESPITE THE NEW POSSIBLE SAFETY CONCERNS ABOUT USE OF 
PAXIL IN CHILDREN. IT IS ESSENTIAL THAT PATIENTS TAKING PAXIL {paroxetine 
hydrochloride) DO NOT SUDDENLY DISCONTINUE USE OF THE DRUG. ANY CHANGES 
MUST TAKE PLACE UNDER MEDICAL SUPERVISION. 


The Food and Drug Administration (FDA) said today it is reviewing reports of a possible 
increased risk of suicidal thinking and suicide attempts in children and adolescents under 
the age of 1 8 treated with the drug Paxil for major depressive disorder (MOD). Although the 
FDA has not completed its evaluation of the new safety data, FDA is recommending that 
Paxil not be used in children and adolescents for the treatment of MDD. There is currently 
no evidence that Paxil is effective in children or adolescents with MDD, and Paxil is not 
currently approved for use in children and adolescents. Other approved treatment options 
are available for depression in children. 

Paxil is approved for use in adults for the treatment of Obsessive Compulsive Disorder 
(OCD), MDD, Panic Disorder, Social Anxiety Disorder (SAD). Generalized Anxiety 
Disorder, and Post-traumatic Stress Disorder. There is no evidence that Paxil is associated 
with an increased risk of suicidal thinking in adults. 

Three well-controlled trials in pediatric patients with MDD failed to show that the drug was 
more effective than placebo. The new safety information that is currently under review was 
derived from trials of Paxil in pediatric patients. 

Following its review of the same data, the UK Department of Health issued a Press 
Release on June 10 stating that paroxetine (brand name Seroxat in the UK) must not be 
used to treat children and teenagers under the age of 1 8 years for depressive illness 
because UK authorities have concluded that toere is an increase in the rate of self harm 
and potentially suicidal behavior in this age group, when paroxetine is used for depressive 
illness. 

FDA advises that caretakers of pediatric patients already receiving treatment with Paxil for 
MDD talk to their doctor before stopping use of the drug. Patients should not discontinue 
use of Paxil without first consulting their physicians, and it Is important that Paxil not be 
abruptly discontinued. 

More information about today's statement is available at 
http://www-fda.gov/cder/drug/infopage/paxil/default.htm 


Media Contacts ) FDA News Page 


http://www.fda.gOv/bbs/topics/ANSWERS/2003/ANS01230.html 


9/2/2004 
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MEETING MINUTES 
NDA 20-03 1/SE5-037 


_>ate; September 16, 2003 

Location: CDER WOC2 6FL-G Conf Room 

Time: 2:00- 4:00 PM EST Tab 38 

Firm: GlaxoSmithKline 

Meeting Type;Intenial Meeting 

Drug: Paxil (paroxetine HCl) Tablets 

Indication: Pediatric Major Depressive Disorder (MDD) & Obsessive Compulsive Disorder 

Meeting Chair: John Jenkins, M.D., Director, OND 

Meeting Recorder: Paul David, R.Ph., Senior Regulatory Project Manager, DNDP, HFD-120 

Participants 

See attached list (Attachment 1). 

Meeting Objective 

1 . Discussion of suicidality data in pediatric patients treated with the modem drugs approved for MDD. 

2. Discussion of suicidality data in adult patients treated with the modem drugs approved for MDD. 

Background 

1. 4-1 1-02: GSK submits pediatric exclusivity supplement for paroxetine, NDA 20-031 supplement 37, for 
which exclusivity is granted. 

2. 10-10-02: Appro vable letter for this supplement requests additional data on behavioral adverse events in 
clinical trials. 

J. 5-22-03: GSK submits analyses of suicidal adverse events showing a higher incidence with paroxetine 
treatment than with placebo. 

4. 6-18-03: FDA Talk Paper recommends against use of paroxetine for pediatric major depressive disorder 
(MDD) 

Purpose: 

1. The meeting was requested at the Office Level in order for the Division to apprise upper management on 
what work has been completed as well as in progress to address the pediatric suicidality issue. 

2. Dr. Mosholder presented a PowerPoint presentation (Attachment 2) on the pediatric suicidality data. 

3. Dr. Hammad presented a PowerPoint presentation (Attachment 3) on the adult suicidality data. 

Discussion: 

1. We need to get a better sense of what the events from these studies really are, i.e., are they legitimate, 
suicide-associated thoughts/aclions or self-mutilation acts that are becoming increasingly common in the 
adolescent population today and are not generally associated with a sincere intent to die. 

2. Dr. Temple believes randomized, controlled withdrawal studies are needed to answ'er the question of 
whether these drugs are effective in the treatment of pediatric depression. 

3. It was not clear whether the majority thought narratives or a study or both would be needed to address the 
question. However, there was general agreement that more studies would be desirable. 

4. With respect to obtaining additional studies, this class of drugs might prove to be a good candidate for the 
off-patent WR process. 
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5. Dr. Andreason noted that there should be better screening in future studies for patients with borderline 
personality disorder, as antidepressant drugs may not be effective in these patients (they may even 
exacerbate their underlying emotional lability), and so their inclusion in these studies may confound the 
outcome. 

6. There was agreement that if the suicidal ideation/1?ehavior finding is real, labeling will need to be revised to 
include this finding. It will be essential to accurately and fully characterize the finding in labeling. 

7. The Division is taking this issue to the February Psychopharmacologic Drugs AC meeting. Because many 
non-psychiatrists (e.g., family practitioners, pediatricians) prescribe these drugs to children and adolescents, 
there was a suggestion to include on the committee several internists, GPs, etc. It was noted that the 
Division may want to solicit the committee's feedback on the design of a study that would be adequate to 
address the issue. 

8. Dr. O’Neill suggested that better information on the use of antidepressants in the pediatric population could 
be obtained from health care databases available to FDA through the existing cooperative agreements. 

Conclusions: 

?? The Division will keep upper management apprised on its continuing efforts to address the pediatric 
suicidality issue. 


Minutes Preparer 


Concurrence, Chair (or designated authority) 


Attachments (3) 
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MEETING MINUTES 
NDA 20-03I/SE5-037 


^ate; September 16, 2003 

Location: CDER WOC2 6FL-G ConfRoom 

Time: 2:00 — 4:00 PM EST 

Firm: GlaxoSmithKline 

Meeting Type: Internal Meeting 

Drug: Paxil (paroxetine HC!) Tablets 

Indication: Pediatric Major Depressive Disorder (MDD) & Obsessive Compulsive Disorder 

Meeting Chair: John Jenkins, M.D., Director, OND 

Meeting Recorder: Paul David, R.Ph., Senior Regulatory Project Manager, DNDP, HFD- 1 20 

Participants 

See attached list (Attachment 1). 

Meeting Objective 

1. Discussion of suicidality data in pediatric patients treated with the modem drugs approved for MDD. 

2. Discussion of suieidality-data on completed suicides in adult patients treated with the modem drugs j 
approved for MDD. 

Background 

1. 4-1 1-02: GSK submits pediatric exclusivity supplement for paroxetine, NDA 20-031 supplement 37, for 
which exclusivity is granted. 

10-10-02: Approvable letter for this supplement requests additional data on behavioral adverse events in 
clinical trials. 

3. 5-22-03: GSK submits analyses of suicidal adverse events showing a higher incidence with paroxetine 
treatment than with placebo. 

4. 6-18-03: FDA Talk Paper recommends against use of paroxetine for pediatric major depressive disorder 
(MDD) 

Purpose: 

1 . The meeting was requested at the Office Level in order for the Division to apprise upper management on 
what work has been completed as well as in progress to address the pediatric suicidality issue. 

2. Dr. Mosholder presented a PowerPoint presentation (Attachment 2) on the pediatric suicidality data. 

3. Dr. Hammad presented a PowerPoint presentation (Attachment 3) on a study of completed s uicides in the I 

adult MDD short term randomized control led trials suicidality-data. j 

Discussion: 

1. We need to gel a better sense of what the events from these studies really are, i.e., are they legitimate, 
suicide-associated thoughts/aciions or self-mutilation acts that are becoming increasingly common in the 
adolescent population today and are not generally associated with a sincere intent to die. 

2. Dr. Temple believes randomized, controlled withdrawal studies are needed to answer the question of 
whether these drugs are effective in the treatment of pediatric depression. He also no t ed that fluoxetine, 
because of its lon g half-l ife can not be “di scontin ued” easil y. Hence if the behavioral toxicity is related to 
with draw al, that might explain why the signal for fluoxetine is not substantial. 
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.. It was not clear whether the majority thought narratives or a study or both would be needed to address the 
question. However, there was general agreement that more studies would be desirable. 

4. Dr. Woodcock suggested that a trial was needed to examine the emergence of behavioral toxicity in children 
and adolescents treated with antidepressants. She added that the focus of the trial should not be efficacy. 

4 ; 

475.With respect to obtaining additional studies, this class of drugs might prove to be a good candidate for the 
off-patent WR process. 

-5.6. Dr. Andreason noted that there should be better screening in ftiture studies for patients with borderline | 
personality disorder, as antidepressant drugs may not be effective in these patients {they may even 
exacerbate their underlying emotional lability), and so their inclusion in these studies may confound the 
outcome. | 

^.There was agreement that if the suicidal ideation/behavior finding is real, labeling will need to be revised to | 
include this finding. It will be essential to accurately and fully characterize the finding in labeling. 

-7-.8. The Division is taking this issue to the February Psychophannacologic Drugs AC meeting. Because many | 
non-psychiatrists (e.g., family practitioners, pediatricians) prescribe these drugs to children and adolescents, 
there was a suggestion to include on the committee several internists, GPs, etc. It was noted that the 
Division may want to solicit the committee's feedback on the design of a study that would be adequate to 
address the issue. The discussion shou ld also f ocus o n unanswered questions about the treatme nt of M P P .in | 
the pedia t r i c po pul at ion . | 

8.9.Dr. O’Neill suggested that better information on the use of antidepressants in the pediatric population could j 
be obtained from health care databases available to FDA through the existing cooperative agreements. 

Conclusions: 

?? The Division will keep upper management apprised on its continuing efforts to address the pediatric 
suicidaiity issue. 


Minutes Preparer 


Concurrence, Chair (or designated authority) 


Attachments (3) 
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Tab 39 FDA Talk Paper 

T03-70 Media InQuines: 301-827.6242 

October 27, 2003 Consumer Inquiries; 88B-INFO-FDA 


FDA Issues Public Health Advisory Entitied: Reports Of Suicidality 
in Pediatric Patients Being Treated with Antidepressant 
Medications for Major Depressive Disorder (MDD) 


The Food and Drug Administration (FDA) is issuing a Public Health Advisory to alert 
physicians to reports of suicidal thinking (and suicide attempts) in clinical studies of various 
antidepressant drugs in pediatric patients with major depressive disorder (MDD). 

FDA recognizes that pediatric MDD is a serious condition for which there are few 
established treatment options. In addition to use of non-medication approaches to 
treabnent, clinicians must often make choices among drug treatments available for adult 
MDD. Currently, Prozac (fluoxetine) is the only drug labeled for use in Pediatric MDD, and 
was approved recently under the Pediatric Exclusl\nty provision. 

FDA has completed a preliminary review of reports for eight antidepressant drugs -- 
citaiopram, fluoxetine, fluvoxamine. mirtazapine. ne^zodone. paroxetine, sertraline, and 
veniafaxine - all studied under the pediatric exclusivity provision of the FDA Modernization 
Act (FDAMA, 1997). (Although fluvoxamine data were reviewed along with the other 
antidepressant drugs, it should be noted that it is not approved as an antidepressant in the 
United States.) 

FDA notes, to date, that the data do not clearly establish an association between the use of 
these drugs and increased suicidal thoughts or actions by pediatric patients. Nevertheless, 
it is not possible at this point to rule out an increased risk of these adverse events for any of 
these drugs, including Paxil (paroxetine), which was the subject of a FDA Talk Paper on 
June 19, 2003. That talk paper advised that FDA is reviewing the safety concerns related to 
off-label use of Paxil in children based on recent trials of this drug. 

FDA emphasizes that, for the seven drugs evaluated in pediatric major depressive disorder 
(MDD), data FDA reviewed were adequate to establish effectiveness in MDD only for 
Prozac (fluoxetine). Failure to show effectiveness in any particular study in pediatric MDD, 
however, is not definitive evidence that the drug is not effective because trials may fail for 
many reasons. 

FDA is aware of press and medical journal reports of suicide attempts and completed 
suicides in pediatric patients receiving antidepressants, and many such reports have also 
been submitted to FDA as spontaneous reports. Such reports are very difficult to interpret, 
however, in the absence of a control group, as these events also occur in untreated 
patients with depression. 

FDA emphasized the need for additional data, analyses and a public discussion of available 
data. As we recognize that this is a serious Illness, we need a better understanding of how 
to use the products we have. 


http://www.fda.gOv/bbs/topics/ANSWERS/2003/ans0l256.htmI 


9/2/2004 
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FDA Issues Public Health Advisory Entitled: Reports Of Suicidality in Pediatric Patients ... Page 2 of 2 


In order to promote a public discussion of data and pertinent regulatory actions, FDA has 
scheduled a meeting on February 2. 2004, before the Psychopharmacologic Drugs 
Advisory committee and the Pediatric Subcommittee of the Anti-Infective Drugs Advisory 
Committee. 

The agency also reminds physicians and patients that these drugs must be used with 
caution, both in adults and children. The labeling of antidepressant drugs already carries 
precautionary language that the possibility of a suicide attempt is inherent in MDD and may 
pemist until significant remission occurs. Close supervision of high-risk patients should 
accompany initial drug therapy. 

In its Public Health Advisory, FDA recommends that caretakers of pediatric patients 
receiving treatments with any of these antidepressants talk to their doctors before stopping 
the use of these drugs. Patients should not discontinue use of any of these drugs without 
first consulting with their physicians, and for certain of these drugs it is important that they 
not be abruptly discontinued. 

FDA sent the advisory through its Medwatch partners, which includes doctors and 
organizations. FDA provides more Infonnation on the clinical study data in its Public Health 
Advisory, which is available on the FDA website at 
http;//www.fda.goy/cder/drug/advisory/mdd.htm. 


Media Contacts | FDA News Page 

FDA Home Page j Search FDA Site | FDA A-2 Index | Contact FDA | Privacy ! Accessibility 
FDA Website Managern.ent Staff 


http://www.fda.gov/bbs/topics/ANSWERS/2003/ans0I256.html 


9/2/2004 
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Tab 40 


Food and Drug Adminisffation 

Center for Drug Evaluation and Research 
SUMMARY MINUTES OF THE 

Psychopharmacologic Drugs Advisory Committee Meeting and the Pediatric Subcommittee of the anti-infective drugs advisory 

committee 


February!, 2004 


Members Present (Voting) 

Matthew Rudorfer, M.D. (Chair) 

Tana Grady- Weiiky, M.D. 

Irene Ortiz, M.D. 

Richard Malone, M.D. 

Andrew Leon, Ph.D. 

Philip Wang, M.D., Dr. PH 

Wayne Goodman, M.D. 

James McGough, M.D. 

Jean Bronstein, R.N., M.S. (Consumer 
Representative) 


FDA Participants 

Robert Temple, M.D. 
Russell Katz, M.D. 

Thomas Laughren, M.D. 

M. Dianne Murphy, M.D., 
Susan Cummins, M.D., M.P.H., 
Anne Trontell, M.D., M.P.H. 


Executive Secretary 
Anuja M. Patel. M.P.H. 


Consultants to the Psychopharmocologic Drugs Advisory Committee (Voting) 

G2u 1 Griffith, B.A., M.A. (Patient Representative) 

Cynthia Pfeffer, M.D. 

Psychopharmacologic Drugs Advisory Committee Consultaut (non-voting): 

Daniel Pine, M.D. 

David Shaffer, M.D. 

Psychopharmacologic Drugs Advisoty Committee Industry Representative (Non-voting): 

Dilip Mehta, M.D., Ph.D. 

Pediatric Subcommittee Consultant Members of the Anti-Infective Advisory Committee (voting): 
Joan Chesney, M.D. 

Robert Nelson, M.D. Ph.D. 

Victor Santana, M.D. 

David Danford, M.D. 

Robert Fink, M.D. 

Mark Hudak, M.D. 

Susan Fuchs, M.D. 

Richard Gonnan, M.D., FAAP 

Norman Fost, M.D., M.P.H. (CBER Consultant) 
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AIDAC Members of the Pediatric Subcommlnee of the Aiiti>Infecti>% Advisory Committee (voting); 

Maiy Glode, M.D. 

Judith O’Fallon, Ph.D. 

Steven Ebert, Pharm.D. (Consumer Representatiw) 

Pediatric Subcommittee of the Anti-lnfective Advisory Committee Consultants (voting): 
Charles Irwin, Jr., M.D. 

James Perrin, M.D. 

Laurel Leslie, M.D., FAAP 
Elizabeth Andrews, Ph.D. 

Pediatric Subcommittee of the Anti-Infective Advisory Committee Acting industry 
Representative (non-voting): 

Samuel Maldonado, M.D., M.P.H. 

Cardio-Renal AC Members Absent: 

None 

Guest Speaker (non-voting): 

Kelly Posner, Ph.D 


These summary minutes for the February 2, 2004, meeting of the Psychopharmacologic Drugs 
Advisory Committee and the Pediatric Subcommittee of the Anti-Infective Drugs Advisory Committee 
were approved on March 4, 2004. 

I certify that I aUended the February 2, 2004, meeting of the Psychopharmacologic Drugs Advisory Committee and the 
Pediatric Subcommittee of the Anti-Infective Drugs Advisory Committee meeting and that these minutes accurately reflect 
what transpired. 


m 

Anuja M. Patel, M.P.H. 
Executive Secretary 


usn 

Matthew Rudorfer, M.D. 
Chair 


On February 2, 2004, the Psychopharmacologic Drugs Advisory Committee and the Pediatric Subcommittee of the Anti- 
Infeaive Drugs Advisory Conunittee met in open session at the Holiday Inn, at 8 1 20 Wisconsin Avenue, in Bethesda, 
Maryland. The Committees discussed reports of the occurrence of suicidality (both suicidal ideation and suicide attempts) in 
clinical trials for v^ous anti-depressant drugs in pediatric patients with major depressive disorder (MDD). The 
Corrunittees also considered optimal approach to the analysis of data from these trials, as well as further research needs to 
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address these issues. 

Prior to the meeting, the members and the invited consultants had been provided the background materia! from 
the FDA and written statements submitted by the public. The meeting was called to order by Matthew 
Rudorfer, M.D. (Committee Chair); the Conflict of Interest Statement was read into the record by Anuja M. 
Patel, M.P.H. (Executive Secretary). There were ^proxlmately 450 persons in attendance. There were 
approximately 54 speakers for the Open Public Hearing session. 

Open Public Hearing Speakers: 

• David Antonuccio, Ph.D. and Irving Kirsch, Ph.D 

• Lisa VanSyckel 

• Anne Blake Tracy, Ph.D. 

• Mark Miller 

• Jay and Corey Baadsgaard 

• Joyce Storey 

• Jennifer and Jame Tierney 

• Donna Taylor 

• Shannon Baker 

• Dawn Rider and Vincent Boehm , A.S.PJ.R.E 

• Sara Bostock 

• Vera Sharav, The Alliance for Human Research 
Protection 

• Cynthia Brockman 

• Rosie Meysenburg 

• Rachel Adler and Sheila McDonald, Child 
and Adolescent Bipolar Foundation 

• Andy Vickery 

• Pepper Draper 

• Donald Marks, M.D., Ph.D. 

• Leah Harris M. A. 

• Donald Farber, Esq., Law Office of Donald 
J. Farber 

• Lorraine, Robert, and Jonathan Slater 

• Paul Domb and Matthew Piepenburg 

• Terri Williams 

• Glenn Mclntoch 

• Delnora Duprey 

• Joe Pittman 

• Richard Mack 

• Gloria and Noah Wright 


• Tod and Eileen Shivak 

• Suzanne Vogel-Scibilia, M.D., The 
National Alliance of the Mentally 111 

• Dennis Winter 

• Steve Cole 

• Allan Routhier 

• Daniel Safer, M.D. 

• Julie Magno Zito, Ph.D., UMD School of 
Pharmacy 

• Joseph Glenmulien, M.D. 

• Linda Cheslek 

• Jeff Avery 

• Harry Skigis 

• Sharon McBride 

• David Fassler, M.D. American 
Psychiatric Association 

• Lawrence Diiler, M.D. 

• Thomas Moore, M.D. 

• Pamela Wild 

• Karen Menzies 

• Amy Cobum 

• Gary Cheslek, M.D. 
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• Marion Goff 

• Sherri Walton, Mental Health Association of Arizona 

• Peter Breggin, M.D. 

• Robert Fritz 

• Lawrence Greenhill, M.D., American Academy of Child & Adolescent Psychiatry 

• Tom Woodward 


FDA Presentations: 
Overview of Issues 


Pediatric Drug Development 


Pediatric Depression and Its Treatment 
Cornell University 

Suicide and Related Problems in Adolescents 


Pediatric and adolescent Antidepressuit 
Drug Use in die U.S. 

FDA 


One Year Post-Exclusivity Mandated Adverse Event 
Review for Paroxetine and Citalopram 


Office of Drug Safety Data Resources for the Study of 
Suicidal Events 

Regulatory History on Antidepressants and Suicidality 
and Update on Current Plans for Analysis of Pediatric 

Suicidality Data 
FDA 

Suicidality Classification Project 


Plans for Analj^is of P^ient Leve I Data for 
Pediatric Studies 


Russell Katz, M.D. 

Director, Division of Neuropharmacological Drug 
Products, FDA 

Dianne Murphy, M.D. 

Director, Office of Counter-Terrorism and Drug 
Development, FDA 

Cynthia Pfeffer, M.D. 

Weill Medical College of 


David Shaffer. F.R.C.P. (Lond). F.R.C. Psych 
Columbia University 

Gianna C. Rigoni, Pharm.D., M.S. 

Epidemiologist, Office of Drug Safety, 


SolMnon lyasu, M.D., M.P.H 

Lead Medical Officer, Division of Pediatrics 
Drug Development, FDA 

Andrew Mosholder, M.D., M.P.H. 

Epidemiologist, Office of Drug Safety, FDA 

Thomas Laughren, M.D. 

Team Leader, Division of 
Neuropharmacological E>Tug Products, FDA 

Neurophannacological Drug Products, 


Kelly Posner. Ph.D. 

Columbia University 

Tarek Hammad, M.D., Ph.D„ M.Sc., M.S. 

Safety Reviewer, Division of 
Neuropharmacological Drug Products, FDA 


Questions to the Committee: 

Topics Directly Pertinent to Continuing Evaluation of Data from Pediatric Controlled Trials: 

1. Possible Failure to Fully Capture All Events of Potential Interest with Regard to Suicidality 
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The fii^t step in the process of evaluation for suicidality was to find events of potential interest. GSK 
(Glaxo Smith Kline) had developed an algorithm for searching for events possibly representing 
suicidality in their database, and FDA proposed a variation of this to other sponsors. However, this 
was admittedly a compromise. It is conceivable that certain cases of interest might have been missed 
by the search methods employed. The only fail safe approach to identifying all possible events of 
interest would be to have experts blindly evaluate every case report form for the more than 4000 
patients who participated in these trials. Since that b not feasible, FDA welcomes advice from the 
committee on possible modifications to the search strategies used for identifying cases that might have 
been missed. Additional searches at this point would further delay the analyses of these data, and 
this needs to be taken into consideration. However, if the committees feel there are serious 
deficiencies in the search methods employed, it would be helpful to hear about alternative 
approaches. 

The overall consensus of the Committees was that the FDA should proceed with the planned re-analysis of the data once a team 
of mental health experts at Columbia University and elsewhere have reclassified the cases. The re-analysis, however, may not 
yield accurate results. The Committees ‘ concern in this respect reflected impressions that the data had been collected during the 
medication trials in a fashion that would not easily allow the generation of an accurate estimate of adverse behavioral reactions 
associated with suicidal behavior or ideation. Despite these concerns, the statisticians on the Committees felt that the 
methodological concepts learned from the re-analyses will be valuable. The Committees encouraged the Agency to go back and 
examine data on adverse effects in individual study participants for signs of what has been labeled the "stimulation " or 
"activation " syndrome. These terms have been used to refer to a constellation of behaviors, including agitation, restlessness, 
hyperactivity, and disinhibition. In severe cases, probably representing a very small percentage of treated patients, the clinical 
picture may resemble frank akathisia, accompanied by considerable subjective distress. Treatment-emergent mood lability, 
irritability, or hostility should also be noted. The Committees encouraged study of these and related phenomena. In particular, 
the Committees inquired about whether the presence of these behaviors may be associated with drug levels or with suicidal 
ideation, suicidal behavior, or impulsive acts, and the response of such behaviors to drug discontinuation or dosage change 
(either decrease or increase). Although not necessarily available in the planned data re-analysis, the Committees recommended 
the use of clearer inclusion/exclusion criteria, the collection of additional data including drug concentrations for 
pharmacokinetic analysis, and more established endpoints in future antidepressant clinical trials in children and adolescents. 

With respect to study entry criteria and endpoints, the Committees encouraged an evaluation of study quality. This could be 
accomplished partially by examining the degree to which cross-site reliability was established in each individual study for the 
rating of criteria and endpoints. In addition, the Committee felt that qff-lobel prescription including dispensing of antidepressant 
medication samples, by ru>n-psychiairists is problematic. Therefore, improved labeling information, highlighting potential side 
effects of greatest concern, was suggested by the Committee. 

In conceptualizing future plans for re-analysis of data on adverse behavioral reactions, some discussion focused on defining the 
boundaries of events that should be considered indicative of suicidal behavior. Committee members recognized the need to 
define these boundaries more precisely than in the reviewed studies and offered some guidelines. In particular, some Committee 
members recommended that "cutting " should not be considered a symptom of suicidal behavior. 

The Chair summarized the consensus of the committee stating that although individual members had reservations about the 
limitations of the existing database, the Committee endorses the continuation of the re-classification of data with some additional 
measures as mentioned above. The Committee advised the FDA to attempt to recreate the process of identifying cases of suicide- 
related events and look for multiple different types of dffinitions that may be subsumed under "stimulation (or activation) 
syndrome. " This would necessarily require keeping dffinition(s) as broad as possible. 

2 . Approaches to Classifying Events into Meaningful Categories for the Purpose of Further 
Analysis 

As noted, an important next step is to decide on categories into which events of interest might be 
classified, along with operational deHnitions for such classifications. The approach used by sponsors 
thus far has been to classify cases Hrst into a crude category of ‘^possibly suicide^related,” and then a 
further sub-grouping of that broader group into a **suicide attempt” class. Since we are just now 
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beginning to address this question with our outeide experts, we would welcome any advice the 
committees might have on how to classify these events for the purpose of further analysis. 

The consensus of the Committees was that a level of certainty and variability in analysis be included in the reclassification of 
data. The Committees were concerned that the general quality of the data, as they were originally collected, was relatively low. 
This complicates ar^ effort of reclassification. Efforts at re-creating the methodology used at various sites of the different trials 
are important for understanding the specific information that was actually gathered in each data set. The Committees 
encouraged the identification of treatment-emergent agitation and related behaviors as potentially relevant mediators of self- 
harm ideation or actions. 

3. Patient Level Data Analysis 

Since we are in the preliminary stages of designing an appropriate analysis of patient level data, this 
would be an opportune time to get feedback on how to approach this analysis. In addition, you have 
seen our list of potential covariates for inclusion in this analysis, and we would welcome any thoughts 
you might have on this list. If we have left out important covariat^, please let us know, since this 
would be the time to try to gather any additional information that you feel might be helpful in trying 
to understand these data. 

As noted, the Committees did have suggestions for additional covariates that might be collected from these 
databases to assist in designing an appropriate analysis plan. Individual committee members provided 
multiple suggestions to approaches to identifying covariates, and mentioned the potential value of 
evaluating observed events in relation to time of dosing or other intervention changes. Committee members 
expressed an interest in seeing data from various patient-level variables. These included a broader array 
of adverse effect variables, related to the broader '‘stimulation/activation " syndrome described above, as 
well as potential patient-level data that may have moderated therapeutic or adverse effects delineated in the 
available studies. Committee members inquired specifically about data on co-morbid psychopathology, 
such as anxiety or disruptive behavior disorders, adverse environmental events, and family history or other 
variables that may relate to the risk for bipolar disorder. In sum, the Committee felt that extending the 
analysis of patient level data beyond the focus specifically on suicidality related or mediating variables 
would be of value. These would include family history of mood and other mental disorders, pretreatment 
pre-morbid conditions such as hypomanic/manic symptoms or akathisia, careful delineation of the 
diagnosis where possible, e.g. unipolar vs. bipolar depression vs. schizophrenia spectrum, comorbidities 
(other mental and physical disorders, substance use), administration of other medications. As noted, 
particular attention to the presence of signs and symptoms of treatment-emergent agitation and activation 
is recommended, to include time to development and severity of such behaviors both pre- and post- 
treatment in both patients on medication and control ^oup members. 

Topics of Future Interest 

4. Ascertainment for Suicidality 

As we reviewed the descriptive information for the events identifled by sponsors as possibly 
suggestive of suicidality, it became apparent that ascertainment for emergence of suicidality was not 
optimal. The case descriptions were frequently sparse and lacking the kind of detail that would 
ordinarily be useful in assessing whether or not the events might legitimately be considered to 
represent suicidality. Of course, these studies were not designed with that goal in mind. Indeed, 
patients who were judged to be suicidal at screening were excluded. Nor did we emphasize such 
assessment for suicidality in our Written Requests for these pediatric programs. Furtheimore, there 
is, of course, no fix for this problem with regard to tb^e studies. However, one of our outside experts 
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will address the issue of how one might develop guidance for more adequate assessment for emergent 
suicidality in future studies. We would welcome any advice from the committees on the development 
of such guidance. 

The Committee ’s consensus was that the review of the available data pointed to the pressing need for more 
research on this topic in new samples of children and adolescents studied in randomized controlled trials. 
In such future studies, the Committee noted importance of including children on various other 
medications while gathering high-quality data on adverse events. The Committee also recognized the 
importance of including placebos in such trials, in order to sort out the disease from the treatment and to 
evaluate the data accurately. Particular focus on behavioral toxicity early in treatment, including various 
forms of dysphoric activation, as noted above, is recommended for more definitive assessment in future 
clinical trials to try to capture instances of treatment-emergent difficulties that might precede or occur in 
association with frank suicidality. Pressing methodological issues for future clinical trials include the 
desirability of standardizing assessment instruments to capture suicidality or antecedent adverse effects of 
interest and permit better analysis across sites and across trials. Such measures should include self- 
assessment instruments for use by patients and their parents/guardians. 

5. Fu^re Approaches to Trying to Address the Question of What Benefits These Drugs Might Have 
in Pediatric MDD 

Due to time constraints the Committee did not discuss this item completely. The Committee was mixed on 
the idea of drug-discontinuation designs. Some Committee members clearly recognized the potential 
superior statistical power in this design, given results from studies using this design in adults. Other 
Committee members noted that this design does not address key questions concerning the safety and 
efficacy of delivering antidepressants as opposed to other treatments for a child or adolescent presenting 
for the first time with symptoms of an untreated major depressive disorder. To the extent that this question 
remains central, it may be important to utilize various research designs beyond a randomized withdrawal 
design. 


In answering these questions please keep in mind that the FDA does not regulate the practice of medicine, but is 
responsible for providing information on the safety and efficacy of the products it regulates. As a reminder, the FDA 
issued a Public Health Advisory on October 27, 2003, which stated: 

**FDA emphasizes that these drugs must be used with caution. Prescribers are reminded of the following statement 
present in all antidepressant labeling: 

Suicide: The possibility of a suicide attempt is inherent in major depressive disorder and may persist until significant 
remission occurs. Close supervision of high-risk patients should accompany initial drug therapy. Prescriptions for Drug 
X should be written for the smallest quantity of tablets consistent with good patient management, in order to reduce the 
risk of overdose”. 


The Committee discussed the need to consider revising this statement, in light of recent data. As noted, there was a consensus of 
the Committee that labeling include a more prominent warning of the risk of behavioral toxicity, particularly dysphoric 
agitation/activation, early in the course of antidepressant treatment. It was also noted that the last statement in the existing 
warning cited above, emphasizing the risk of medication overdose, is a legacy of the tricyclic antidepressant era. and is no 
longer appropriate, as drug overdose per seas a means of suicide is not a concern with the SSRIs and other newer 
antidepressants. Similarly, a bolded warning in all current Selective Serotonin Reuptake Inhibitor ^RJ) labeling regarding the 
necessity to avoid a potentially fatal drug-drug interaction with monoamine oxidase (MAO) inhibitor antidepressants, while true, 
may well not reflect current medical practice, which entails only rare use of MAO inhibitors. Consideration to replacement of 
these outdated warnings with labeling more representative of modern medical practice and concern is recommended. 


6. A public meeting is planned in late summer to discuss the results of further analyses of the controlled trials. Until 
that time, should the FDA provide additional advice to practicing physicians regarding the use of these drugs? 
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* If your answer is yes, please provide speciHc infornafion on what that advice should be. 

The Committee advised the FDA to issue a warning in the interim to the physicians and the public on the 
potential side effects of the SSRJs and other newer antidepressants. The Committee advised the FDA to 
inform the public and health care workers including pediatricians and family practitioners of the level of 
concern regarding possible harm to a minority of children on antidepressants and the signs associated with 
the side effects. Specifically, the Committee felt that the necessity of close follow-up, with monitoring for 
emergent adverse effects, during the first weeks of treatment of children and adolescents with 
antidepressants should be stated explicitly. Parents or other responsible adults should be informed of the 
signs and symptoms of the "activation syndrome” and of the urgency of having the child seen by physician 
should such behaviors emerge, especially early in the treatment course. 

The Committee advised the FDA to inform the public and health care workers, including pediatricians and family practitioners, 
that the data on the efficacy of SSRJs for pediatric major depression is less compelling than Committee members had recognized 
prior to recent events discussed by the Committee. The Committee is concerned that health care workers are unaware of the fact 
that the strong majority of randomized controlled trials cfSSRIs do not demonstrate superiority over placebo in the treatment of 
major depression in children and adolescents. The Committee felt that it was important for the FDA to communicate this fact as 
it bears on the risk-ben fftt ratio for the use of SSRJs in pediatric major depression. 

7. Should FDA involve other professional organizations in the community? {f so, how should FDA involve these 
organizations? What messages should these organizations provide? 

The Committee fell that the Agency should involve all health care organizations whose membership includes physicians and 
other medical personnel who might prescribe or be asked questions about antidepressant use in children and adolescents. 
Such health care professionals would include pediatricians, child and adult psychiatrists and psychologists, internists, 
family practitioners, emergency room, intensive care, and rehabilitation physicians, nurse practitioners, pharmacists, and 
physicians ’ assistants. Other professionals who work with young people, including teachers and social workers, should also 
be included. Examples of such professional organizations cited by Committee members include medical organizations such 
as the American Academy of Pediatrics (AAP) and the American Association of Family Practitioners (AAFP). and similar 
organaatiora represeraing the other health care professions. Professional publications, e.g. Pediatric News, while 
heightening awareness of the prevalence of depression and risk of suicide, may play a role in informing health care workers 
and family members of the relative benefits and risks, including possible side effects, of antidepressant drugs. 

These organizations and the Agency should provide irformation to health care providers through a variety of sources, 
including newsletters and the Internet, as well as face-to-face meetings and panel discussions. 

In addition, the organizations should also inform and educate parents so that when they make collaborative decisions with 
their child's physician they are fully informed and urtdersiand completely the serious potential risks of the drug. The adults 
responsible for the young person being treated with antidepressants should be aware of the small but real risk of an 
"activation syndrome " developing in their children and informed of the need to be vigilant about this concern and to 
immediately contact the prescribing health care professional should any behavioral toxicity emerge during treatment. 

Following the discussion session, the meeting adjourned at approximately 6:15 PM. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


Public Health Service 


Food and Drug Administration 
Rockville MD 20B57 


NDA20-151/S-028/S-030 

NDA20-699/S-041/S-048 



Wyeth Phaimaceutioals, Inc. 

Attention: Kenneth E, Bonk 
Ditector, Worldwide Regulatory Affairs 
P.O.Box 8299 

Philadelphia, PA 19101-1245 


Tab 41 


Dear Mr. Bonk: 

Wc acknowledge rece^ of your supplemental New Drug Applications (MDAs) dated August 8, 2003 
(OTAs 20-15 l/S-028 & 20-699/S-041), andDecember 10, 2003 (NDAs 20-151/S-030 & 2O-699/S-048 ), 
submitted under section 505(b) of tbe Federal Food, Drug, and Cometic Act for Effexor (vcmlafeme 
hydrochloride) Immediate Release (NDA 20-151) and Efexor XR (venlafexine hydrochloride) Extended 
Release Capsules (NDA 20-699). 

We ^idhionally acknowledge receipt of your amendments to NDAs 20-1 51/S-028 & 20-699/S-041 dated 
August 25, and 29, 2003. 

Seferenoe is also made to the February 2, 2004 meeting of the Psychopharmacologic Drugs Advisory 
Committee and the Pediatric Subcommittee of the Anti-Infective AdWsoiy Committee to discuss reports of 
the occurrence of suicidality in clinical trials for various antidq)ressant drugs in pediatric patients widi 
major depressive disorder. 

Supplemental applications 20-151/S-028&20-699/S-041 submitted under “Changes Being Effected in 30 
days” provide for the following revisions to product labeling: 

1 . Revisiems to die PRECAUTIONS^Usage in Children section to denote hostility and suicide related 
adverse events in pediatric clinical trials. 

2. The addition of the term “tinnitus” to the DOSAGE AND ADMINISTRAHON-Discontinumg 
Effexor or Effexor XR sections. 

3 . Revisions to the Patient Brief Summary. 

Supplemental applications 20-151/S-030 & 20-699/S-048 submitted as “Prior Approval” zpplications 
provide for revisions to the DOSAGE and ADMINISTRATION/Discontinning Effexor or Effexor XR 
sections of product labeling. 

We completed our review of these applications, as amended, and they are approvable. Before these 
applications may be approved, however, you must submit final printed labeling revised as follows; 
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NDAs 20-151/S-028/S-030 & 20-699/S-041/S-<>4S 

Page 2 

1 . Based i^on tiie rccommendatioiis made by&e committee members, we believe that labeling changes 
arc warranted in order to caution practitioners and patients about the need for close observation of 
patients being treated with antidqjressants for clinical worsening, for the emergence of suicidality , and 
for the emergence of a variety of other syn^toms diat may represent a precursor to suicidality. The 
committees felt iflsat it would be important to wam prescribers and families of the need to be vigilant 
for such behaviors, regardless of die role antidepressants may have in die emergence of suicidal 
idealion/attempts in patients taking antidepressants 

Because We do not believe that a causal association between children taking venlafexine and the 
emergence of suicidality has as yet been definitively established, we do not agree with the labeling 
changes proposed in your August 8, 2003 suianission. We feel diat, both for the terms “suicide-related 
adverse events” and ‘^hostility,” dicre is a need for more clinically meaningful classification of the 
events subsumed urder these very broad terms in order to interpret die finding from these trials in a 
meaningfui way. 

' As stated, later in this letter, we are requesting all sponsors of modem drugs to treat major depressive 
(hsorder to submit revisions to labeling, as a “Oianges Being Effected in 30 days” si:^plemental new 
drug Education, to incoipor^ diis information. 

2. The addition of the term ’tinmtus'’ to the list of adverse experiences possibly related to venlafexme 
dose reduction or ducontinuation is acceptable. However, we do not concur with die addition of the 
phrase “and spontaneous posWaricefing reports" to the DOSAGE and 
ADMlNISTRATIONyDiscoiitinuing Effexor or Effexor XR sections of product labeling since we 
are revising labeling, as stated later in this letter, in regard to discontinuation as part of a class labeling 
inidadve. 

Additionally, since there are a number of cases of tinnitus which emerge during venlafaxine treatment, 
we request diat tinnitas be added to the subsection ADVERSE REACnONS/Postmarketing 
Reports section immediately following the mention of shock-like elecirical sensations as follows: 
“shock-like electrical sensations or tinnitus (in some cases, subsequent to die discontinuation of 
venlafaxine or tapering of dose).” 

3. The revisions to the Patient Brief S ummar y are acceptable. 

As stated previously, and based tqwn our February 2, 2004 meeting, we are requesting revisions to your 

labeling in order to incorporate the comnuttee's recommendations. Specifically, we are requesting the 

following revisions to product labeling. 

1. Und« WARNINGS, we arc requesting the addition of anew subsection entided Clinical Worsening 
and Suicide. Please note that the title of this new section should be bolded, as well as two statements 
embedded in dus labeling langu^e. 

WARNINGS-Cliiiical Worsening and Suicide 

Patients with n^jor depressive disorder, both adult and pediatric, can ejqjerience worsening of their 
depression and/or die emergence of suicidal ideation and behavior (suicid^ty), whether or notdiey are 
taking antidepressant medications, and this risk may persist until significant remission occurs. 
Although diere has been a long-standing concern diat antidepressants may have a role in inducing 
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worsening of depression and tiie emergence of suicidality in certain patieiits, a causal role for 
antidepressants in inducing such behaviors has not been established. Nevertheless, patients being 
treated with antidepressants should be observed closely for clinical worsening and suicidality, 
especially at the beginning of a course of drug therapy, or at the time of dose changes, either 
increases or decreases. Consideration should be givni to discontinmi^ the medication in patients 
whose depression is persistently worse or whose emergrat suicidality is severe, abrupt in onset, or was 
not part of the patient’s presenting symptoms. 

Antidepressants have been shown to cause, in some patients, anxiety, agitation, panic attacks, 
insomnia, irritability, Imstility, irapulsivity, akatiusia, hypamania, and mania. These symptoms have 
been rqjorted in adult and pc(hatric patients being treated witii antidepressants for major depressive 
.. disorder as well as for otiier indications, both psychiatric and nonpsychktric. Althou^ a causal link 
between the emergence of such symptoms and either the worsening of depression and/or the 
emer^ce of suicidal impulses has not been established, consickration i^ould be given to 
dircontinumg the medication in patients for whom such symptoms arc severe, abrupt in onset, or were 
’ not part ofthc patient’s presenting symptoms. 

Families and car^tyers of patients being treated witii antidepressants for major depressive 
disorder or other indications should be alerted about the need to monitor patients for tiie 
emei^ence of agitation, irritability, and the other symptoms described above, as well as tiie 
emergence of suicidality, and to report such symptoms immediately to health care providers. 

Prescriptions for [loscrt S^FEXOR or EFFEXOR XR] should be writtenTor the smallest quantity cf 
capsules consistent yntii good patient managranent, in order to reduce tiie risk of overdose. ' 

If the (tecision hasbeenmade to discontinue treatment, medication should be tapered, as rapidly as is 
feasible, but with recognition that abrupt discontinuation can be associated with certain symptoms (see 
Precautions and Dosage and Administration, Discontinuation of Treatment witii phsert EFFEXOR or 
EFFEXOR XR] , for a description of the risks of discontinuation of [Insert EFF^OR or EFFEXOR 
XR])-. 

It should be noted that [Insert EFFEXOR or EFFEXOR XR] is not a^Sroved for use in treating any 
indications in the pediatric population. 

A major depressive episode may be the initial presentation of bipolar disorder. It is generally believed 
(tiiough not established in controlled trials) that treating such an episode with an antidepressant alone 
can increase the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar 
diswder. Whetha: any of "the symptoms described above represent such a conversion is unknown. 
However, prior to initiating treatment witii an antidepressant, patients should be adequately screened 
to detOTnine if they are at risk for bipolar disorder; such screening should include a det^ed psychiatric 
history, iitoludii^ a family history of suicide, b^lar disorder, and depresrion. It should be noted that 
[Insert EFFEXOR or EFFEXOR XR] is not approved for use in treating bipolar depression. 

2. Under PRFCAUTIONS-Information for Patients, the following language should be added: 

Patients and their families should be encouraged to be alert to tiie emergence of anxiety, agitation, 
panic attacks, insomnia, imtability, hostility, impulsivity, akathisia, hypomania, mania, worsening of 
depression, and suicidal ideation, especially early during antidepressant treatment Such symptoms 
should be reported to the patient’s physician if they are severe, abrupt in onset, or were not part of the 
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patient’s presenting symptoms. 

3 . Delete the section in PRECAXJTIONS-Gcnera! entitled “Suicide”. 

Additionally, we are takingthis opporuaity, in a class labeling initiative for aU of die selective serotonin 
reiqjtake inhib itors (SSRIs) and serotonin and norepinephrine rei^t^e inhibitors (SNRIs), to change 
labeling in regards to disconthmation symptoms and to adverse events occurring in neonaites c:qjosed to 
any of the SSRIs or SNRJs late in die diird trimester. 

Therefore, we are requesting the following revisions to labeling (double underline font denotes additions 
to labeling and strike through font denotes deletions to labeling): 

4. Un^r PRECAirnONS-Gencral, please add die new subsection below: 



5. Under PRECAtmONS-PREGNANCY, the following new class labeling subsection should be 
added (double underline font denotes class labeling): 
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6. Under DOSAGE AKD ADMINISTRATION, please add a new section entitled SpedalPopulatiom. 
Your current sections entitled Patients witli Hepatic Impairment, Patients with Renai Iinpairmdit, 
and Elderly Patients may be p^:ed in this section as well as the following new section entitled 
Treatment of Pregnant Women Daring the Third Trimester (double tinderline font denotes class 
labeling): 




iSRiHRir”" 


7. Under DOSAGE AND ADMINISTRATION, please revise the section entitled Discontinuing 
EFFEXOR (EFFEXOR XR] as follows: 

I- 

EFFEXOR LABELING 

Discontinuing Effezor (venlafaxine hydrochloride) 
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tremer, - vertigo, and vomiting. It is tfacroforo r e oomaa e Bd e d %Qt the desag e of 
Plexor be tap e red gradually aad ^ patient mQnit e f e d r- *Hw period requir e d for tap e riRgmay depend 

os the i os e r ^ anitioD of th e rapy and th e mdavidual pati e m. Diseeatmuatioo effects ore w e ll laewn to 

oectg-with ontid e pr e ssoa t ste 

EFFEXOR XR LABmNG ■ 

Blscontmuing EffexorXR 

Syitmtoms associated with discontinuation of Effexor XR and other SSRIs and SlffiJs. have been 
rmnrted < see ?RF.CAT3TIONS~>. Patients should be monitored for these symptoms when discontiimmg 

treatment. A gradual reduction m the rinse ralher tfian ahnrot cessation is recommended whenever 

possible. If intolerable symptoms occur following a decrease in the dose orunon discontinuatinn of 

treatment then tesuming the previou.slv prescribed do.se may he considered. Subseauetltlv. the 

physician may contmue.decreasing fte dose bat at a mo re gradual rate. Wh e a disoontfflmig Eff e xor 

XR - after mor e ’dian I week of th e rapy, it b g e n e rally - r e otaDmend e d - ^t the dos e b e- topeted - te 

ffijss s Big e lia e rislc of diso e ntinmition symptoma. Pati e nts who hav e r e o e iv e d ES e xof - XR - for ^ - w e okD or 

moge should hav e thea dos e tap e red - ov e r at l e ast a 2 w ee k p e riod, la clinical trials wMi££re»3rXR» 
tapering was achievai by reducing ■die daily dose \fy 75 mg at 1 ■week intervals. Individualization of 
tiering may be necessary. 

Dige e HOnu^ i oa - syn^toms hav e b ee ft-tystematioally e valuat e d - %i pati e nts talong v e nlafoMp e- j-te 

iDolude - fyosp e otiv e - aac ^ y fie s of - ol^eal - tiiids - in ■ G^ e ralia a d - Anxi e ty Disord e r Qsd refto^i e otiya 

sorv e yg - of - triak ofgftj o f d ^e s g iy e <dcord e i. - Abnqa t <UsQontiauiitica or d e sw e duo t a^-o f ^ e Bl a fa Bae 

atvorioug dos e s has b ee s found to b e oAsocMtedy i ^th e app e egOaoe of new symptoms, di e fr e qa eney 

of whioh incr e aoed ■with incr e ag e d ’ d e B e l e v e l and kagep - daratibn - of - treatm e nt. R e port e d 

s ymptoms 4 aolud & <kgit£^«ML aa o r e nityflaxi e tyj OQnfiMion, - QQQwiinQtkw »-{ mpfl<w h d, diniTh a ft .. di»*ng iCft. 

dry - mouth, dyopborio mood, ffla o kudatien, fatigu e , h^dflcbefi, . bypnTti aw ^ -. »W M hTTinia^ nnw flaA. 

nervousn e os, nlghtnmr e Q; soigur e o, flossog)' dioturfattnoeG (iholuding shook Uke ela e trioal s e nsotiono)^ 

s^ ^ol e no e . sw e cLnag.-tHUtLniSi - &emor. - v e rti g o^ - Q»d vouiituig. It io thorofor o <e eo< w»m e n <fe d . th ftt4iM» 

d e so g e o^EScKOf - XR b e- tap e red graduaXly imd^ » pati e a t moa i to f e d. Tho period requir e d - f e r try wiag 
•may depend on the doao, dufotion of th e rapy and A e indiW - thml pati e nt Piooontinuation off e ots ore 



Within 10 days after the date of dus letter, you are required to amend the supplemental applicadons, notify 
us ofyour intent to-file an amendment, or follow one ofyourodier options under 21 CFR314.120. In the 
absence of any such action, PDA may proceed to withdraw these supplemental applications. Any 
amendment should respond to all the deficiencies listed. We ■will not process a partial n^Iy as a major 
amendment nor ■will the review clock be reactivated until all deficiencies have been addressed. 
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Please submit twenty copies, of final printed labelii^, ten of which are individually mounted on 
heavywei^t paper or similar material, cxactfy as sf»cified above as a “Supplement - Changes Being 
Effected”. Incorporate all previotis revisions as reflectKi in ih& most receh^ approved package insert To 
facilitete review of your submission, provide i highlighted or maiked-iqjcopy that shows the changes that 
are being made. 

These supplements ^ould be submitted within 30 days from the date of this letter. 

If you have any questions, call Paul David, E»Ph-, Senior Regulatory Project Hvfanager, at (30 1 ) 594-5530. 

Sincerely, 

{See {pended electronic signature page} 

Russell Ratz, M.D. 

Director 

Division of Neuropharmacological Drug Products 

Office of Drug Evaluation I 

Center for Drug Evaluation and Researefa 


REGBViS 
MAR £■ rl08« 


Dlls is a representation of an electronic record that was signed electronically and 

this page is the manifestation of the electronic signature. 

/s/ 


Russell Katz 
3/19/04 04:06:47 PM 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


Public Health Service 


Food and Drug Administration 
Rockville. MD 20857 


CERTIFIED MAIL 

RETURN RECEIPT REQUESTED 


NDA 18-644 
NDA 20-358 
NDA 20-71! 


Tab 42 


Glaxo Wellcome Inc. 

Attention; James E. Murray 
Director, Regulatory Affairs 
P.O.Box 13398 

Research Triangle Park, North Carolina 27709 
Dear Mr. Murray; 

Please refer to the Written Request, originally issued on July 21, 2000, that you received from the Center for Drug 
Evaluation and Research. This Written Request was issued under Section 505A of the Federal Food, Drug, and Cosmetic 
Act to conduct pediatric studies using bupropion hydrochlwide. As you know, on January 4, 2002, the President signed 
into law the "Best Pharmaceuticals for Children Act," (BPCA) which both extended the pediatric exclusivity program 
established in the 1 997 FDA Modemi 2 aiion Act (FDAMA) and provided new mechanisms for studying pediatric uses for 
drugs. The BPCA also contains new provisiorts of which you should be aware related to user fees, priority review, drug 
labeling, and disclosure of pediatric study results. FDA is revising its Guidance for Industry; Qualifying for Pediatric 
Exclusivity Under Section 505A of the Federal Food, Drug, and Cosmetic Act to provide additional infotmation on the 
pediatric drugs study provisions of the BPCA. 

FDA has received questions about whether sponsors who were issued Written Requests to conduct pediatric studies prior tb 
passage of the BPCA, but who had not as yet submitted the reports of the studies as of January 4, 2002, would be governed 
by the provisions of FDAMA or the BPCA. In order to maximize the benefit to be derived from the BPCA and to minimize 
uncertainty and delay in implementing the pediatric exclusivity program, FDA has decided to reissue those Written 
Requests originally issued prior to passage of the BPCA for i^ich studies have not already been submitted. 

This letter is your notification that the Written Request (and any subsequent amendments) described above is considered to 
be reissued as of the date of this letter. The terms of the Written Request are not otherwise altered by this letter. If you 
believe that the Written Request should be amended, please contact the division directly. 

Please note that if the original Written Request was issued under Section S05A(a), it will now be considered to be issued 
under Section 505A(b), due to the reordering of the sections, as described in Section 1 9 of the BPCA. If the original 
Written Request was issued under Section 505A(c), h will still be considered to be issued under Section 505A(c). 

An important change to note is that, if the drug for which FDA issued the Written Request under S05A(c) has listed patent 
or exclusivity protection, new section 505(dX4XA) states that within 1 80 days of receipt of this “reissued” Written Request, 
you must notify FDA when the pediatric studies will be initiated, or that you do not agree to conduct the requested studies. 
New provisions at Section 505(dX4)(B)-(F) describe alternative methods for obtaining these pediatric studies. 
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If you have questions regarding the BPCA, please contact the Division of Pediatric Drag Development at (30! ) 594-7337 
As noted above, requests to amend your Written Request should be directed to the review division. 

Sincerely, 

{See appended electronic signature page} 

M. Dianne Murphy, M.D. 

Director 

Office of Counter-ierrorism and Pediatric Drug 
Development 

Center for Drug Evaluation and Research 


This is a representation of an electronic record that was signed electronically and 
this page is the manifestation of the electronic signature. 


/s/ 


Dianne Murphy 
7/2/02 07:21:25 PM 
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DEPARIMENT OF HEALTH & HUMAN SERVICSS 


Tab 43 


Public Health Service 


Food and Drug Administration 
Rockville MD 20857 


NDA 20-03 l/S-037 


Glaxo Smi&KJiiKS 

Attention; Hiomas Kline 

Director, U.S. Regulatoiy Alfairs 

1250 S. CoUegeville Road, P.O. Box 5089 

Collegeville, PA 19426-0989 


Dear Mr. Kline: 

Please refer to your supplemental new drug application dated and received April 1 1, 2002, submitted under 
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Paxil (paroxetine hydrochloride) Immediate 
Release Tablets. 

We acknowledge receipt of your amendments dated July 3, and August 8, 2002. 

This supplemental new drug application proposes (he use of Paxil in the treatmwit of major depressive disorder 
(MDD) and obsessive compulsive disorder (OCD) in tfte pediatric population. 

We have corr^leted die review of this application, as amended, and it is ^provable. Before die ^plication may 
be approved, however, it will be necessary for you to submit the following information and respond to the 
following issi^: 

Labeling 

We agree that the results fiom Study 704 dononstiate the short-term efficacy of Paxil in pediatric patients with 
OCD, and that the results from Studies 329, 377, and 701 failed to demonstrate the efficacy of Paxil in pediatric 
patients with MDD. Givoi the faa that negative trials are frequentiy seen, even for antidepressant drugs diat we 
know are effective, we agree diat it would not be useful to describe these negative trials in labeling. 

Accorrqianying this letter (Attachment) is the i^encys prqx)sal few the labeling of Paxil in die treatment of 
pediafric OCD. We have used, as our base labeling, the most recentiy accqitable paroxetine labeling (see 
A^ncy letter dated October 2, 2002). Double underiine font denotes additions to the labeling, and strikeout font 
denotes deletions to the labeling. Brackets 0 embedded within the text that follows include comments and 
explanations concerning our proposed labeling. The Agency’s revisions are based on the labeling changes 
proposed in your April 1 1, 2002 submission. For some sections, few changes were proposed, while others 

f»vtf»nciv<=* nwHfiratirm 
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Requ^ for Additional Information 

1 . As conveyed in an electronic communication to you dated August 30, 2002, we are requesting feat you submit 
additional ECG analyse. The ECG QT interval data vfeich you included for study 715 (phaimacokinetic 
study) was only summary data. 

The following raw data is requested: 

a) QTc interval and heart rate data for IIk Judies in children and adolescents. 

b) Any complete (i.e., collected for an entire dosing interval) adult PK, QTc interval and heart rate data. 

2. As conveyed in an electronic communication to you dated July 15, 2002, we noted that you did not provide 
any analysis of ECG interval data for fee controlled studies. The results pro\ided for studies 701 and 704 
consisted of a count of the numbers of patients wife ECG abnormalities, hi study 329, ECG abnormalities 
were considered adverse events but were not otherwise analyzed. 

In order to complete our review of feis ^plication, we are requesting that you submit the typical kind of 
analyses conduct«l for feese type of data; i.e., an analysis of mean change from baseline for measured ECG 
intervals, and a count of fee numbas of patients on dmg ot placebo exceeding potentially clmically significMit 
thresholds. We request that you use the ECG data from the placebo-controlled, parallel groiqi trials that 
included pre-treatment and on-treatment ECGs (smdies 329, 701 and 715). 

3 . Please provide the exposure (total number of patients and person-years) for placebo in all studies combined 

4. Please prep^ a table showing the duration of exposure and mean daily dose for all paroxetine patients. In 
feis table, fee columns should represent mean daily dose and the rows should represent duration of exposure. 
Patients should be enumerated within each cell, and eadi patient should be counted in only one cell, according 
to fee patient’s duration of exposure and mean daily dose. We can provide an example of such a table if it 
would be helpful. 

5. ISS tables 18.43 through 18.47 provide a listing of paroxetine patients wife serious adverse events. Please 
provide a similar listing for placebo patients. It would also be helpful to provide a summary tabulaticur of these 
serious adverse events, similar to ISS table 4. 1 .2. 

6. Please faovide fiirfeer information on fee serious adverse events that occurred in study 676; at the time of feis 
submission, the treatmoit assignments were still blinded 

7. Table 6.14 in fee ISS listed paroxetine treated patirats who experienced adverse events coded undCT the 
terms hostility, emotional lability or agitatiorL HowevCT, the table did not include plac^x) patients, nw did it 
include psychiatric adverse events that were coded under other tenns. Please prq)are an expanded veisicm 
of this table, includii^ all psychiatric and behavioral adverse events, and also feose that occurred among 
placebo patients. In addition, it would be helpful if you could attach fee narrative case ^immaries for those 
events feat were either serious or resulted in premature discemtinuation. 

8. Please provide your rationale fw coding suicide attend and other forms of self-iquricHis behavior imckr the 
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WHOART tenn “emotional lability.” 

9. ISS table 4.2.6 provides a comparison of weiglrt gain velocity between paroxetine and placebo in study 329; 
however, the comparison is shown only by age subgroups. Please provide a comparison pooling all 
paroxetine and placebo patients across ages. 

10. Weight corrected clearance was shown to be significantly higher in male children than in female children. 
Aldiough section 1 6 of the ISS described analyses of adverse events accordii^ to and gendCT sub^roiqjs, 
you did not explore die effect of gender on adverse event incidences within age subgroups. Please conduct 
an ^propiiate analysis to address this issue. 

11. Tables 11.14, 11.15, and 11.16 in the ISS present the mean change fiom baseline for vital signs (including 
height and weight), for all subjects combined, children alone, and adolescents alone. Please perform an 
appropriate statistical test for the differences between treatment groups on these p^ameteis. 

12. We ncrte that your application did not contain any infcHmation on environmental impact as required under 21 
CFR 25.15. Please submit either a claim for environmental exclusico under 21 CFR 25.30 or 21 CFR 25.31 
or an environmental assessment under 21 CFR 25.40. 

Safety Update 

CKir assessment of the safety of Paxil in the pediatric pc^julation is based on our review of all safety information 
provided in yotMT original submission. Please provide a final serious events update to include serious advrase 
events up to a more recent cutoff date. 

Regulator}’ Status Update 

Please provide any new information on the regulatwy status of Paxil m the pediatric population worldwide. 
Woridmde Literature Update 

Please provide an updated worldwide literature search for paroxetine. 

Phase 4 Comnutmeots 

As re( 5 ^st©d in an Agency letter dated January 10, 2001 and as part of die Agency’s pediatric initiative, we 
believe that additional studies in young animals will be needed to stqipoTt a complete pediatric assessment 
Thoefore, we are requesting that you commit, as a Phase 4 commitment, to conduct juvenile animal studies. 

Since dieie are no standard protocols in this area, we suggest that you design a study that would address drag 
effects in animals of an ^e range which is analogous to that of the proposed patient population. In addition 
to the usual toxicological parameters, such a study would presumably evaluate effects on growth and 
neurological, behavioral, and rgiroductive development 
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If additional information relating to the safety ot efiectiveness of this drug becomes available, revision of the 
labeling may be required. 

Within 10 days after the date of this letter, you are required to amend Ae sufg^lemental applications, notify us of 
your intent to file amendments, or follow one ofyour other o|MicMis under 21 CFR 314.110. In the absence of 
any such action FDA may pnx«ed to withdraw toe applications. Any amendment should respond to all toe 
deficienci^ listol We will not process a partial reply as a major amendment nor will the review clock be 
reactivated until all deficienci^ have been addressed. 

This product may be considered to be misbranded under toe Federal Food, Drug, and Cosmetic Act if it is 
maiketed with these changes prior to approval of tois sufiplonoital application. 

If you have any questions, call Paul David, R.Ph., Senior R^ulatory Project Manager, at (301) 594-5530. 

Sincerely, 

{See appended electronic signature page} 

Russell Katz, M-D. 

Director 

Division of Neurophaimacological Drug Products 

Office of Drug Evaluation I 

Center for Drug Evaluation and Research 

Attachment 
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FDA Public Health Advisory 
March 22, 2004 


Tab 44 


Subject: WORSENING DEPRESSION AND SUICIDALITY IN PATIENTS BEING 
TREATED WITH ANTIDEPRESSANT MEDICATIONS 


Today the Food and Drug Administration (FDA) asked manufacturers of the following 
antidepressant drugs to include in their labeling a Warning statement that recommends close 
observation of adult and pediatric patients treated with these agents for worsening depression or 
the emergence of suicidality. The drugs that are the focus of this new Warning are: Prozac 
(fluoxetine); Zoloft (sertraline); Paxil (paroxetine); Luvox (fluvoxamine); Celexa (citalopram); 
Lexapro (escitalopram); Wellbutrin (bupropion); Effexor (venlafaxine); Serzone (nefazodone); 
and Remeron (mirtazapine). 

Warning Information 

• Health care providers should carefully monitor patients receiving antidepressants for 
possible worsening of depression or suicidality, especially at the beginning of therapy or 
when the dose either increases or decreases. Although FDA has not concluded that these 
drugs cause worsening depression or suicidality, health care providers should be aware that 
worsening of symptoms could be due to the underlying disease or might be a result of drug 
therapy. 

• Heath care providers should carefully evaluate patients in whom depression persistently 
worsens, or emergent suicidality is severe, abrupt in onset, or was not part of the presenting 
symptoms, to determine what intervention, including discontinuing or modifying the 
current drug therapy, is indicated. 

• Anxiety, agitation, panic attacks, insomnia, irritability, hostility, impulsivity, akathisia 
(severe restlessness), hypomania, and mania have been reported in adult and pediatric 
patients being treated with antidepressants for major depressive disorder as well as for 
other indications, both psychiatric and nonpsychiatric. Although FDA has not concluded 
that these symptoms are a precursor to either worsening of depression or the emergence of 
suicidal impulses, there is concern that patients who experience one or more of these 
symptoms may be at increased risk for worsening depression or suicidality. Therefore, 


http://www.fda.gov/cder/drug/antidepressants/anridepressanstpha.htm 


9/2/2004 
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therapy should be evaluated, and medications may need to be discontinued, when 
symptoms are severe, abrupt in onset, or were not part of the patient’s presenting 
symptoms. 

• If a decision is made to discontinue treatment, certain of these medications should be 
tapered rather than stopped abruptly (see labeling for individual drug products for details). 

• Because antidepressants are believed to have the potential for inducing manic episodes in 
patients with bipolar disorder, there is a concern about using antidepressants alone in this 
population. Therefore, patients should be adequately screened to determine if they are at 
risk for bipolar disorder before initiating antidepressant treatment so that they can be 
appropriately monitored during treatment. Such screening should include a detailed 
psychiatric history, including a family history of suicide, bipolar disorder, and depression. 

• Health care providers should instruct patients, their families and their caregivers to be alert 
for the emergence of agitation, irritability, and the other symptoms described above, as 
well as the emergence of suicidality and worsening depression, and to report such 
symptoms immediately to their health care provider. 

Background 

Among antidepressants, only Prozac (fluoxetine) is approved for the treatment of pediatric 
major depressive disorder, ftozac (fluoxetine), Zoloft (sertraline), and Luvox 
(fluvoxamine) are approved for pediatric obsessive compulsive disorder. None of these 
drugs is approved as monotherapy for use in treating bipolar depression, either in adults or 
children. 

The requested labeling changes are consistent with recommendations made to the Agency 
at a meeting of the Psychopharmacological Drugs Advisory Committee (PDAC) and the 
Pediatric Subcommittee of the Anti-Infective Drugs Advisory Committee (Peds AC), held 
on February 2, 2004, The possibility of suicidality associated with the use of antidepressant 
drug products in the pediatric population was also the subject of two previous FDA 
communications (FDA Talk Paper on June 19, 2003, and FDA Public Health Advisory on 
October 27, 2003). 

FDA is continuing to review available clinical trial data for pediatric patients with 
depression and other psychiatric disorders to try to determine whether there is evidence 
that some or all antidepressants increase the risk of suicidality. Later this summer, the FDA 
plans to update the PDAC and Peds AC about the results of diis review. 

FDA plans to work closely with each of the nine manufacturers of the antidepressants that 
are the subject of today’s request to continue investigating how to optimize the safe use of 
these drugs and implement the proposed labeling changes and other safety communications 
in a timely manner. 


^ Back to Top Back to Antidepressant Info 
Date created: March 22, 2004 


http://www.fda.gov/cder/drag/antidepressants/antidepressanstpha.htm 


9/2/2004 



Wyeth Pharmaceuticals Inc. 
PO. Box 8299 

Philadelphia, PA 19101-82^ 
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Wyeth 


Worldwide Regulatory Affairs 


Tab 45 


April 2, 2004 

Effexor (venlafaxine HCl) Tablets 
NBA No. 20-151/S-028 

Response to March 31, 2004 Teleconference 

Russell Katz, M.D., Director 

Food and Drug Administratioii 

Center for Drug Evaluation and Research 

Division of Neurophaimacological Drug Products (HFD-120) 

Attn.: Document Room 4008 
1451 Rockville Pike 
RockviUe, MD 20852 

Dear Dr. Katz, 

Reference is made to our “Changes Being Effected” (CBE) supplement for 
Effexor(vertlafaxineHCl) Tablets (NDANo. 20-I51/S-028) submitted on August 
8, 2003. In that CBE supplement, Wyeth insetted the following wording into the 
Effexor package insert: 

“In pediatric clinical trials, there were increased reports of hostility and, 
especially in Major Depressive Disorder, suicide-related adverse events such 
as suicidal ideation and self-harm.” 

Reference is further made to the March 19, 2004 FDA approvable letter, in which 
the Agency stated they do not agree with the changes to the package insert in our 
August 8, 2003 submission. 

Additionally, reference is also made to the March 30, 2004 e-mail sent by me to 
Mr. Paul David, Senior Regulatory Project Manager, in which Wyeth informed 
FDA of our position to retain this wording in our package insert and to provide a 
cross-reference to the new class labeling subsection (“WAfiNINGS-Clinical 
Worsening and Suicide”) presented in FDA’s March 19, 2004 letter. 


CONFIDENTIAL & PROPRIETARY 
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Response to March 31, 2004 Teleconference 
Page No. 2 

In a March 31, 2004 conversation, Mr. David reiterated FDA’s stance that no 
causality had been established yet between the pediatric population taking 
venlafaxine and the emergence of suicidality. However, Mr. David also indicated 
that the cmrent proposed wording might be acceptable if text w'as added that 
conveyed the lack of a definitive causality. Therefore, Wyeth is proposing the 
following text for your consideration: 


“PRECAUTIONS 
Pediatric Use 

Safety and effectiveness in pediatric patients have not been established. 


In pediatric clinical trials, there were increased reports of hostility and, 
especially in Major Depressive Disorder, suicide-related adverse events such 
as suicidal ideation and self-harm. However, a causal association between 
; venlafaxine and the emergence of suicidality 


aniSuiadsl! 


Wyeth also agrees to add “tinnitus” to the subsection ADVERSE 
REACTIONS/Postmarketing Reports as requested by FDA in the March 19, 
2004 approvable letter: 

If there are any questions regarding this submission, please contact me at 
(484)865-3103. 

Sincerely, 

Wyeth Pharmaceuticals, Inc. 

Kenneth R. Bonk, Director 
Worldwide Regulatory Aftos 


StiCNSiFDA'CtfeuMWDAiSBM.te; 


CONFIDENTIAL & PROPRIETARY 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


Pooc anC Drug Aami'vsTraTiC'' 
Rockvili? VD 2C55“ 


Tab 46 

The Honorable Joe Barton 
Chairman 

Comminee on Energy and Commerce ftpR i 4 2004 

U.S. House of Representatives 
Washington, D.C. 20515-6135 

Dear Mr. Chairman: 

Thank you for your letter of March 24, 2004, concerning the Food and Drug Administration’s 
(FDA or the Agency) decision to issue its March 22, 2004, Talk Paper entitled, “FDA Issues 
Public Health Advisory on Cautions for Use of Antidepressants in Adults and Children” and 
events surrounding an FDA internal consult prepared by Andrew D. Mosholder, M.D., M.P.H. 
on this issue. 

Certain of the enclosed documents contain trade secret, commercial confidential, or other 
privileged information protected from disclosure to the public under the Freedom of Information 
Act (Title 5, United States Code [U.S.C.] section 552), the Trade Secrets Act ( 18, U.S.C. section 
1905), and FDA regulations. The Comminee should not publish or otherwise make public any 
such information. We would be glad to discuss with the Committee staff the protected slants of 
any specific information. IMS Health and ADVANCEPCS utilization data is contained in a 
memo prepared by Dr. Mosholder. FDA obtained this data under contracts w'ith IMS Health and 
ADVANCEPCS. The terms of the contracts stipulate that the utilization data cannot be released 
to the public. We request that the Comminee not publish or otherwise make public this 
information. Finally, as discussed with Committee stall, we have redacted personal privacy 
information from the enclosed documents. 

Your letter expressed a concern about evidence or reports developed or obtained by FDA staff 
regarding possible suicide-related adverse events associated with the use of specific drugs and 
also a concern that information relating to using these drugs safely in pediatric populations may 
not have been made public in a timely way. We want to assure you that at this time, based on 
our review, we do not believe that to have been the case. 

FDA fully recognizes the critical public health importance of a possible link between use of 
antidepressant drugs in children and suicidal thoughts or behavior. Our goal has been, and 
remains, to carefully evaluate all the available data in a scientifically rigorous manner before 
reaching a conclusion. Our judgments in this matter will strongly influence how antidepressants 
are prescribed in children in the future. What we must do is give parents and physicians the 
\ery best information, because the health risks of incorrect conclusions are potentially great. In 
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conducting its evaluation, FDA has followed its usual practice of engaging the expenise of 
experienced reviewers from different parts of the Agency and from outside sources to ensure that 
these issues are rigorously examined. The collective input from the various expen sources has 
been the basis for developing the Agency’s current position on this issue. 

Background on FDA’s Review of Antidepressant Drugs 

To place FDA’s recent public announcements on this issue in proper perspective, it is iniponant 
to briefly review the history of our examination of the issue of a possible link between the use of 
antidepressants in children and suicidal thoughts or behavior. Under the pediatric exclusivity 
provisions of the Food and Drug Administration Modernization Act, FDA issued requests to 
manufacturers of antidepressants for studies of these drugs in children. During our review of a 
supplemental new drug application submitted by GlaxoSmithKline (GSK) that contained the 
requested studies of the use of Paxil (paroxetine) in children, reviewers in the Division of 
Neuropharmacoiogical Drug Products (DKDP) of FDA’s Center for Drug Evaluation and 
Research (CDER or the Center) noted a greater number of adverse events that were coded under 
the term "emotional liability" in the group of patients treated with Paxil compared to placebo in 
some, but not all, of the studies. The reviewers noted that the actual events that w'ere coded 
under this term included suicide thoughts and attempts as well as other forms of non*suicidal 
seif-injurious behavior. In an effort to better understand these events and to further explore the 
extent of episodes of suicidal thoughts or behavior in children treated w'ith Paxil. DNDP 
requested that GSK reanalyze their data and better characterize the adverse events that were 
identified under the term emotional liability. 

GSK submitted their report to the Center on May 22, 2003, and on June 6, 2003, Dr. Russ Katz, 
the director of DNDP, requested that the Office of Drug Safety (ODS) perform a consultative 
review of the newly submitted safety data. Dr. Katz requested that Dr. Andy Mosholder be 
assigned as the primary reviewer for the consult since Dr. Mosholder had previously been 
involved in reviewing data on the safety of antidepressants when he worked as a reviewer in 
DNDP. 

Following its initial review of these new' data for Paxil, FDA issued a Talk Paper on June 19, 
2003, that stated: "Although the FDA has not completed its evaluation of the new* safety data, 
FDA is recommending that Paxil not be used in children or adolescents for the treatment of 
major depressive disorder (MDD).” FDA also expanded its investigation of a possible link 
between use of antidepressants in children and suicidal thoughts or behavior by requesting data 
similar to that submitted by GSK from the manufacturers of eight other antidepressant drugs that 
had been studied in children. On July 22, 2003, requests for data were sent to the manufacturers 
of the following drugs: Prozac (fluoxetine), Zoloft (setraline), Luvox (fluvoxamine), Celexa 
(citalopram), Wellbutrin (bupropion). Effexor (venlafaxine), Serzone (nefazodone). and 
Remeron (mirtazapine). These data requests from the Center, and the submissions from the 
manufacturers in response to them, have provided the core data on which the Agency has 
developed its scientific review of this issue. 

As the reviewers in DNDP and ODS began conducting their more detailed reviews of these new 
safety data and carefully evaluated the narrative descriptions of the reported adverse events, the 




399 


Page 3 - The Honorable Joe Barton 

reviewers identified several new issues for fiinher evaluation. These additional issues included 
the following matters; 

1. A number of the adverse events classified under the category “possibly suicide related.” For 
example, one child had hit her head with her hand, a number of children had engaged in 
superficial cutting behavior, and a number of children had ingested small numbers of pills in 
sight of parents, which while potentially of concern, taken alone, would not necessarily be an 
indication of suicidal behavior. 

2. Although there were more adverse events that were characterized as “possibly suicide 
related” in patients taking the antidepressant drug compared to those taking placebo in some 
of the trials in children, this panem was not consistently observed across al! of the trials, 
even within individual drug programs. 

3. There was a concern that due to the methods used by the manufacturers in searching their 
database, the possibility existed that not all adverse events of possible interest in addressing 
the potential risk of suicidaiity had in fact been captured. 

To more fully evaluate these new issues, the DNDP determined that additional data searches and 
analyses were necessary. To further address issue 1, whether the reponed adverse events 
represented suicidal behavior, Agency staff determined that an independent panel of experts in 
suicidology should be convened to carefully evaluate and reclassify the reported adverse events. 
DNDP arranged for this work to be performed under a contract with Columbia University and 
this review is ongoing. Once the reclassification of the adverse events is completed, the Center 
believes that it may be able to conduct more definitive analyses of the data. To funher address 
issues 2 and 3, on November 24, 2003, DNDP requested additional data from the manufacturers 
of the other antidepressants that had been studied in children. The division specifically 
requested individual patient data for all the studies. The availability of these more detailed data 
would permit a more refined analysis, taking into consideration possible imbalances across study 
groups in these trials, and a more complete accounting of the search methods employed by these 
companies to ensure that possible cases of suicidaiity had not been overlooked. We expect these 
additional analyses to be completed this summer, and we will present these new analyses to the 
Advisory Committee for discussion. We expect this second Advisory Comminee meeting to 
occur in late summer. 

While the Center was conducting its more in-depth review of the data from the pediatric clinical 
trials, planning was also under way to hold an Advisory Committee meeting February 2, 2004, to 
review the post-marketing safety reponing for a number of products that had been granted 
pediatric exclusivity, A review of the post-marketing safety data is mandated for such products 
under the Best Pharmaceuticals for Children Act. One of the drugs scheduled for review at the 
February 2, 2004 Advisory Comminee meeting was Paxil. In planning for the discussion of the 
safety of the use of Paxil in children at the Advisory Committee meeting, the Agency initially 
intended to broaden the meeting to include a discussion of the Agency’s review of the safety 
concerns that arose from the data from studies of the use of antidepressants in children. 

However, as the reviews and meeting planning progressed, it became clear that the additional 
analyses of the data from the clinical trials of antidepressants in children would not be complete 
in time to present the Agency’s final assessment of these data at that meeting. Therefore, the 
Agency decided to proceed with the plans to discuss the post-marketing safely data for Paxil at 
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the meeting, to brief the Advisory Comminee on the Agency’s progress in evaluating the data 
from the clinical trials of antidepressants in children, and to solicit advice and comment 
regarding the Agency’s plans for fiinher analyses. The plan included returning to the Advisory 
Comminee for another meeting after the Agency’s more definitive analyses of the clinical trial 
data were complete to solicit Advisory Committee input prior to further regulatory action. 

While CDER was moving ahead with plans for the February 2, 2004, Advisory' Committee 
meeting, Dr. Mosholder was nearing completion of his review of the data from the clinical trials. 
Based on his review, he believed that the available data were sufficient to reach a conclusion 
about an association between the use of antidepressants and suicidality in children and to 
recommend that additional regulatory action would be appropriate without the need for the more 
in-depth case classification or analyses that had already been initiated by DKDP. Dr. Mosholder 
shared his conclusions with his supervisors and with the rest of the team involved in reviewing 
this issue. However, the other members of the review team, including his direct supervisors, did 
not agree with his regulatory conclusion that no further analyses were needed and continued to 
believe that additional analyses should be conducted before the Agency could reach a conclusion 
on these data. There was a discussion within the review team as to whether Dr. Mosholder’s 
regulatory conclusions on the data should be presented in some form at the February 2, 2004, 
meeting. After considering the issue carefully, CDER staff decided that the data from which Dr. 
Mosholder reached his conclusions would be presented to the Advisory Committee meeting and 
that they would acknowledge as part of their presentation to the Comminee that some reviewers 
had reached a conclusion that the data at this time were sufficient to conclude that there was a 
link berv.’een antidepressant use and suicidality in children. However, given the Agency’s 
concerns regarding the limitations of the data and the plans to pursue case reclassification and 
more in-depth analyses, CDER decided that having Dr. Mosholder present his conclusion to the 
Advisory Comminee, with the appearance that it was an Agency determination, would be 
potentially harmful to public health as it might lead patients who were actually benefiting from 
the use of these drugs to inappropriately discontinue therapy. CDER believed that disclosure of 
the available data to the Advisory Comminee at the meeting along with a description of the 
limitations of those data in supporting a definitive conclusion, as well as a description of the 
Agency’s plans to further evaluate the data was the best way to serve the public health on this 
very complex and important issue. The Agency takes very seriously its responsibility to the 
public 10 find the right answer to this question, and a premanire conclusion that the drugs are 
hannftil that does not hold up to more careful review would be a disservice to the public health 
given the serious, and potentially life-threatening nature of severe depression. 

At the Advisory Committee meeting, Dr. Katz made an opening presentation of the issues and 
questions and made clear that some within the Agency believed that the data were conclusive. 

Dr. Tom Laughren from DNDP gave a more extensive presentation in which he carefully 
reviewed the available data and its strengths and weaknesses. Dr. Laughren also described to 
the Committee the Agency’s plans to further evaluate the data and to return to the Committee for 
a more definitive review once those analyses were complete. Dr. Laughren specifically 
presented the same data from which Dr. Mosholder had reached his conclusions and the same 
data from which the Medicines and Healthcare Products Regulatory Agency (MHRA) in the UK 
reached its conclusions. 
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Although Dr. Mosholder did not present the clinical trial data or his conclusions at the Advisory 
Committee meeting, be is a member of the review team for this project and did make a 
presentation to the Committee regarding his evaluation of the postmarketing safety data for 
Paxil. The presentation of the clinical trial data by the staff in DNDP and the postmarkeiing 
safely data by the staff in ODS is fully consistent with CDER’s normal, approach to the division 
of these review responsibilities. 

In summary, the Center’s review process involves a multidisciplinary approach to ensure that 
expertise from various areas of the Agency and from outside groups is brought to bear on an 
issue to ensure that a comprehensive and rigorous scientific analysis is completed that serves as 
the basis for the Agency’s conclusions and actions. The review process honors and explicitly 
encourages individual reviewers to share their conclusions and recommendations with the review 
team to help inform the Center’s decisions and actions. In some cases, the opinion of an 
individual reviewer may not be consistent with the Center’s position on an issue. This occurs 
regularly and is to be expected in a large scientific organization that values open discussion of 
issues. In such cases the Center has procedures in place to ensure that the reviewer’s position is 
documented, fully considered, and addressed by managers as part of the process. 

Those procedures were followed in this case and, in the interest of full disclosure and open 
debate, the Agency ensured that the data were presented for public review. We specifically 
acknowledged at the public meeting that some within the Agency had reached different 
conclusions. The Advisory Committee fiilly discussed the available data regarding the safety of 
the use of antidepressants in children and concuned with the Agency’s plans for further analyses 
prior to reaching more definitive conclusions. At the meeting, based on the presentations, the 
Advisory Committee recommended that FDA take interim steps to warn physicians, patients, and 
parents of the potential safety concern and the need to carefully monitor patients for evidence of 
suicidal thoughts or behavior while taking antidepressant drugs. The Agency concurred with the 
Advisory Committee’s recommendations and issued a Public Health Advisory on this issue on 
March 22, 2004, along with a request to each of the manufacturers that they update the labeling 
for their product to reflect this information. The Agency is continuing its review of this 
important issue and plans to return to the Advisory Comminee for further discussion when the 
additional analyses are complete later this summer. 

FDA raised serious questions about the antidepressants, took the initiative in acquiring the 
relevant data, and has proceeded with careful analyses of the data from different perspectives 
inside and outside the Agency. The assessment of whether the antidepressant drugs under 
review increase the risk of suicidal thinking or behavior is critically important to patient safety. 
FDA’s assessment on this issue is designed to achieve the most scientifically rigorous review 
possible. 

In the meantime, we reco^ize the important role of Congress and the Committee, and share the 
objective of assuring an open and transparent process for evaluating these potential safely 
concerns. In response to your March 24, 2004, letter requesting a large voluume of materials, 
hformaiion and data, the Agency has been working closely with Committee staff to produce the 
necessary information. On April I and April 13, and April 14, 2004, in conversations between 
Patrick McGarey of FDA’s Office of Legislation and Kelli Andrews and Alan Slobodin of the 
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Committee staff, we agreed to partially respond by providing responses to questions numbered 
1 1 and 12 and a partial response to questions 1, 2, and 4. We have restated your questions 
followed by our answer. We sill continue to work with Comminee staff on this document 
request, and may provide additional responsive materials to these questions if they are identified. 

1. All records provided by or to the FDA in connection with the February 2, 2004 FDA 
Advisory Committee meeting involving the Psychopharmacologicai Drugs Advisory 
Committee (PDAC) and the Pediatric Subcommittee of the Anti-Infective Drugs 
Advisory Committee (Peds AC), including, but not limited to, records relating to the 
planning of this meeting and its agenda. 

Based on conversations with Comminee staff, we are providing records provided by or to the 
Advisory Committee Staff from outside parties related to the February 2, 2004, FDA Advisory 
Comminee Meeting. The documents are enclosed at Tab A. As we discussed with Committee 
staff, due to the very large volume of documents that are responsive to this question, and in light 
of the difficulty we had reviewing and redacting personal privacy information and producing 
these documents by the time we issued this letter, we are providing a partial response at this 
time. We will discuss with Comminee sialT the timetable and need to produce further 
documents in response to this question. 

As part of the meeting process, we published a transcript and documents. These documents also 
may be relevant to your inquiry and can be found at: 
hnD://www.fda.gov/cder/dmg/antidepressants/defauh.htm 

2. Ail records of Dr. Andrew Mosholder, Dr. Mary Willy, Dr. Russell Katz, Ms. Anne 
Trontell and Dr. Thomas Laughren, relating to efTicacy and safet>' of anti- 
depressants in the pediatric and/or adolescent population, including, but not limited 
to, ail draft or final reports, internal correspondence, e-maiis and notes concerning 
pediatric or adolescent anti-depressant clinical trials and any records relating to 
spontaneous reports (AERS system) on the same issue. 

Based on conversations with Comminee staff, we are providing the records compiled by 
Dr. Andrew Mosholder beginning with records created on January 1 , 2003. The documents are 
enclosed at Tab B. 

4. All records relating to GlaxoSmithKline's submission of data analyses In 

pediatric/adolescent clinical trials involving Paxii, including, but not limited to, all 
submissions contained as attachments to their May 22, 2003 letter to the FDA. 

Based on conversations with Comminee staff, we are providing records from the NDA file 
beginning with records created on October 10, 2002. The documents are enclosed at Tab C. In 
particular, please note that these materials contain or are reasonably likely to contain trade secret, 
commercial confidential, or otherwise privileged information that would not be subject to public 
disclosure under the Agency’s FOi regulations. 
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11. A listing of all the pediatric/adolescent clinical trials involving anti-depressants that 
the FDA received data for which there was an obligation for the company to submit 
the data to the FDA. For each such trial, include the following information: 

a. Name of the company; 

b. Name of the anti-depressant; 

c. Date when pediatric clinical trial data was submitted to the FDA; 

d. Date when pediatric clinical trial was completed by company; 

e. Summary of FDA’s “response” to the clinical trial and w hat, if any, 
regulatory action FDA took with respect to approving the particular drug for 
an indication in the pediatric population. 

We have provided this information in chart form at Tab D. 

12. State the person(s) at FDA responsible for evaluating and providing a written 
analysis of the data that was requested by FDA, in the summer and fa!! of 2003, 
from various manufacturers of anti-depressants who performed clinical trials in 
children. 


Dr. Andrew Moshoider of the Office of Drug Safety was responsible for evaluating the summary 
data from the pediatric clinical trials on antidepressants that was submitted in response to the 
Agency’s July, 2003 letters. Drs. Tarek Hammad and Judy Racoosin from the Safety Group 
within the Division of Neuropharmacological Drug Products have responsibility for analyzing 
the patient-level data submined by sponsors in response to the Agency’s October, 2003 request 
for these electronic data sets. The analysis of these patient-level data are tied to the 
reclassification of clinical cases is accomplished by the expen panel that has been assembled by 
our consultants at Columbia University. 


Thank you for your interest in this matter. A similar lener is being sent to Chairman Greenwood 
without the enclosure. If we can be of funher assistance, please let us know. 



Amit K. Sachdev 
Associate Commissioner 
for Legislation 




Enclosures 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 


DATE: August 16, 2004 Tab 47 

FROM: Thomas P. Laughren, M.D. 

Team Leader, Psychiatric Drug Products 
Division of Neuropharmacological Drug Products 
HFD-120 


SUBJECT: Overview for September 13 & 14, 2004 Meeting of Psychopharmacological Drugs 
Advisory Committee (PDAC) and Pediatric Drugs Advisory Committee (Peds 
AC) 

TO: Members of PDAC and Peds AC 


On September IJ* and 14*, the PDAC and Peds AC will meet to consider the occurrence of 
suicidality in the course of treatment of pediatric patients with various antidepressants. This 
September meeting is followup to a meeting on this same topic held on Februaiy 2, 2004. At the 
February meeting, the committees were presented with preliminary data on suicidality occurring 
in clinical trials involving pediatric patients being treated with various antidepressants. The 
major focus of that meeting was on FDA’s plans for a more definitive evaluation and analysis of 
these data. The two key aspects of FDA’s plans for evaluation of these data were the following: 
(1) the classification of suicidality events captured under the broad category of “possibly suicide- 
related” into more specific and meaningful categories by experts in pediatric suicidality; and, (2) 
an analysis of patient-level data from these trials that would permit adjustment for potential 
confounders. The committees generally endorsed FDA’s proposed plan for further evaluation of 
these data. This additional work has now been completed, and the committees will be presented 
the results of these analyses. 

The committees recommended at the February meeting that, while we were completing our 
analyses of the pediatric suicidality data, FDA should strengthen the labeling for these products. 
In particular, there was concern that some patients being treated with these drugs may not be 
closely monitored for suicidality. There was a consensus of the committees that, whether or not 
any of these drugs could be shown more definitively to have a role in the induction of suicidality, 
it would be important to remind clinicians treating patients with any of these drugs to be alert to 
the emergence of suicidality and to various other symptoms that might represent precursors to 
suicidality. FDA issued a Public Health Advisory on March 22, 2004, armouncing an initiative 
to ask companies to add Warning statements to address this concern. This new Warning 
language has been accepted by the sponsors for all of these products. 
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The new language warns clinicians to observe closely patients who are being treated with 
antidepressants, for clinical worsening and suicidality, especially at the beginning of a course of 
therapy, or at times of dose changes. Clinicians are advised to consider changing the therapeutic 
regimen in patients whose depression is persistently worse or whose emergent suicidality is 
severe, abrupt in onset, or was not part of the patient’s presenting symptoms. The new language 
notes that a causal role for antidepressants in inducing such behaviors has not been established. 
The new warning applies both to adults and children, and is not limited to patients being treated 
for major depression, but rather, applies to patients being treated with antedepressants for any 
condition, psychiatric or nonpsychiatric. Clinicians are also advised to observe for the 
emergence of other symptoms that have been reported in association with antidepressant 
treatment due to the concern, but not yet proof, for a possible causal link between such symptoms 
and worsening depression or suicidality. These symptoms include: anxiety, agitation, panic 
attacks, insomnia, irritability, hostility (aggressiveness), impulsivify, akathisia (psychomotor 
restlessness), hypomania and mania. The new language also advises families and caregivers of 
these patients to be alert to the emergence of these symptoms, and to report such symptoms to the 
health care providers. Finally, the new language alerts clinicians to be particular careful in using 
these medications in patients with bipolar depression or a family history of bipolar disorder. 

The primary focus of our presentations at this meeting will be to provide you with (I) a detailed 
description of our approach to evaluating and analyzing the pediatric suicidality data, and (2) the 
results of this work. However, we have also included presentations on related studies, in 
particular, several pertinent epidemiological studies and TADS (Treatment of Adolescents with 
Depression Study). Thus, you will hear presentations by both FDA staff and experts in pediatric 
suicidality from the academic community outside of FDA. 

• Dr. Diane Wysowski from the Office of Drug Safety will summarize and comment on 
findings from several published epidemiological studies that are pertinent to the concerns 
about suicidality in association with antidepressant drug treatment. 

• Dr. John March from Duke University will briefly summarize results from the NIMH- 
sponsored TADS (Treatment of Adolescents with Depression Study), with an emphasis 
on findings pertinent to suicidality. 

• Dr. Greg Dubitsky fi'om the Division of Neuropharmacological Drug Products will 
provide an overview of the 23 pediatric antidepressant trials that have been the focus of 
our review, in order to give you important background information about the structure 
and conduct of these trials, and about the populations studied. 

• Dr. Kelly Posner, from Columbia University, will describe their approach to the blinded 
classification of suicidality events and their experience in accomplishing this task. 

• Dr. Solomon lyasu from the Office of Counter Terrorism and Pediatrics will provide 
comments on FDA’s independent appraisal of the Columbia approach to classification of 
suicidality data. 
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• Dr. Tarek Hammad, from the Safety Group in the Division of Neuropharmacological 
Drug Products, will present the results of oiu analysis of the suicidality data, using the 
events classified by the experts assembled by Columbia University. 

• Dr. Andrew Mosholder from the Office of Drug Safety will provide comments based on a 
comparison of the findings from his initial analysis of pediatric suicidality data that was 
completed before the results of the Columbia classification of cases was available, with 
analyses conducted by Dr. Hammad since the classifications were completed. 

• You will also hear presentations by several sponsors of antidepressant products who have 
requested an opportunity to comment on the suicidality data for their products. 

There will be an open public sessMsi on the afternoon of September 13*, to provide an 
opportunity for others in the commianty to make statements pertinent to this concern about a 
possible causal association between antidepressant drug treatment and emergent suicidality in 
pediatric patients. 

The morning of September 14* has been reserved for your deliberations on this topic. 

The background package for this metling will include the following documents in addition to 
this cover memo: 

• A .lanuary 5, 2004 memo wriOm by me in preparation for the February 2, 2004 Advisory 
Committee meeting. This memo provides a more complete discussion of various events 
leading up to that earlier meamg and the basis for DNDP’s analysis of the suicidality 
data. It also includes a sumaary of efficacy findings from the 15 studies in pediatric 
major depressive disorder (pp.5-6 and Appendix 1). 

• Summary minutes from the Felruary 2, 2004 Advisory Committee Meeting. 

• Several published epidemiological studies that are pertinent to the concerns about 
suicidality in association with artidepressant drug treatment. 

• A recent paper (August 1 8, 2flH) from JAMA providing the results of the Treatment for 
Adolescents with Depression Sudy (TADS), along with an editorial commenting on the 
findings from this trial. 

• A review by Dr. Greg Dubitdfy from DNDP, providing details about the structure and 
conduct of these trials, and aboal the populations studied. 

• A review by Dr. Solomon lywu from OCTAP, describing the methods and results of 
OCTAP’s independent appraal of the Columbia classification effort. His review 
includes as appendices severd*curaents from the Columbia University suicidality group 
describing their approach to thcbiinded classification of suicidality events. 
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• A review by Dr. Tarek Hammad from DNDP, providing the detailed results of the 
analysis of the pediatric suicidality data. 

• A review by Dr. Andrew Mosholder from ODS, providing the results of his analysis of 
the original pediatric suicidality data completed before the results of the classification of 
cases was available, along with an update on that review to provide a comparison of the 
findings of that initial analysis, with analyses conducted on the basis of the definitively 
classified cases. 

• Public Health Advisorys on suicidality and antidepressant medications issued by FDA on 
June 19, 2003, October 27, 2003, and March 22, 2004, and related documents. 

• Product labeling for 7 antidepressants that have implemented the labeling changes 
aimounced in the March 22, 2004 Public Health Advisory 

• Briefing packages from several companies 

Additional background information on this general topic of antidepressants and suicidality, 
including documents generated in relation to the February 2”'* advisory committee meeting and 
those developed in association with FDA’s March 22'"’ Public Health Advisory can be found at 
the following link; hlin://ww'W.fda.cov7cder/drug/anlidepi'essants/default.htm . A transcript for 
the February, 2004 meeting can be found at this link as w'ell. 

1 would like to draw your attention to some particular issues of interest as you review the package 
and prepare to answer the questions we will present to you. The data continue to show 
differences between individual drugs, drug classes, and even across studies within individual 
drugs, even when the focus is limited to those trials done in patients with major depressive 
disorder. We have explored a number of possible explanations for such differences, but none has 
provided a satisfactory answer. Thus, while there remains a “signal” of risk for suicidality for 
some drugs in some trials, it is important to note that the data are not “black and white” in 
providing a clear and definitive answer to the question of a link between the drugs and pediatric 
suicidality. Consequently, we are very interested in hearing comments from committee members 
on how these data should be interpreted and how these data should be translated into information 
to guide physicians, patients, and families in the use of these drugs. Now that we have 
completed our analysis of these data, we would like to move forward to update the labeling of 
these products to reflect the results from these analyses, and we seek your specific guidance on 
how best to accomplish this task. 

The following are draft questions and topics for discussion at the meeting. These questions and 
discussion topics may be revised before the meeting. 

• Please comment on our approach to classification of the possible cases of 
suicidality (suicidal thinking and/or behaviors) and our analyses of the resulting data 
from the 23 pediatric trials involving 9 antidepressant drugs. 


4 



408 


• Do the suicidality data from these trials support the conclusion that any or all of 
these drugs increase the risk of suicidality in pediatric patients? 

• If the answer to the previous question is yes, to which of these 9 drugs does this 
increased risk of suicidality apply? Please discuss, for example, whether the 
increased risk applies to all antidepressants, only certain classes of antidepressants, 
or only certain antidepressants. 

• If there is a class suicidality risk, or a suicidality risk that is limited to certain drugs in 
this class, how should this information be reflected in the labeling of each of the 
products? What, if any, additional regulatory actions should the Agency take? 

• Please discuss what additional research is needed to further delineate the risks and 
benefits of these drugs in pediatric patients with psychiatric illness. 


The FDA relies on the knowledge, judgement, experience and wisdom of scientists and 
practitioners like you to help determine how to move forw'ard and address newly emerging issues 
related to drug development. We thank you for your time and effort, and we look forward to 
seeing and hearing from you on September 13"' and 14"' . 


cc; 

HFD- 1 20/TLaughrert/RKatz/JRacoosin/PDavid 

HFD-960/DMurphy/SMurphy/SCummins 

HFD-030/PSeligman/ATronlel/MAvignan 

HFD-040/RTemple 

HFD-020/JJenkins 

DOC: PDAC_Sept2004_Memo_Laughren_04.doc 


5 



Food and Drug Administration (FDA) 

Center for Drug Evaluation and Research (CDER) Tab 48 

Joint Meeting of the 

CDER Psychopharmacologic Drugs Advisory Committee 
and the FDA Pediatric Advisory Committee 

September 13-14, 2004 

Questions and Issues 

Occurrence of Suicidality in Clinical Trials for Antidepressant Drugs in 

Pediatric Patients 

Questions/Issues for which FDA would like committee discussion and feedback: 

1 . Please comment on our approach to classification of the possible cases of 
suicidality (suicidal thinking and/or behaviors) and our analyses of the 

, resulting data from the 23 + 1 pediatric trials involving 9 antidepressant 
drugs. 

2. Do the suicidality data from these trials support the conclusion that any 
or all of these drugs increase the risk of suicidality in pediatric patients? 

3, If the answer to the previous question is yes, to which of these 9 drugs 
does this increased risk of suicidality apply? 

- Please discuss, for example, whether the increased risk applies 
to all antidepressants, only certain classes of antidepressants, or 
only certain antidepressants. 

4, If there is a class suicidality risk, or a suicidality risk that is limited to 
certain drugs in this class, how should this information be reflected in the 
labeling of each of the products? 

- What, if any, additional regulatory actions should the Agency 


5. Please discuss what additional research is needed to further delineate the 
risks and benefits of these drugs in pediatric patients with psychiatric 
illness. 



FHreMOffio* 

Food cmd DrtH] Admintatnitdm 

U.8. Deport nmit of Heatdi «nd Human Servloea 


Tab 49 


STATEMENT Media Inquiries: 301-827-6242 

September 16, 2004 Consxuner Inquiries: 888-INFO-FDA 

FDA STATEMENT ON RECOMMENDATIONS OF THE PSYCHOPHARMACOLOGIC 

DRUGS AND 

PEDIATRIC ADVISORY COMMITTEES 

The Food and Drug Administration (FDA) generally supports 
the recommendations that were recently made to the agency 
by the Psychopharmacologic Drugs and Pediatric Advisory 
Committees regarding reports of an increased risk of 
suicidality (suicidal thoughts and actions) associated with 
the use of certain antidepressants in pediatric patients. 
FDA has begun working expeditiously to adopt new labeling 
to enhance the warnings associated with the use of 
antidepressants and to bolster the information provided to 
patients when these drugs are dispensed. 

In summary, the members of the advisory committees: 

• endorsed FDA's approach to classifying and analyzing 
the suicidal events and behaviors observed in 


controlled clinical trials and expressed their view 
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that the new analyses increased their confidence in 
the results; 

• concluded that the finding of an increased risk of 
suicidality in pediatric patients applied to all the 
drugs studied (Prozac, Zoloft, Remeron, Paxil, 

Effexor, Celexa Wellbutrin, Luvox and Serzone) in 
controlled clinical trials; 

• recommended that any warning related to an increased 
risk of suicidality in pediatric patients should be 
applied to all antidepressant drugs, including those 
that have not been studied in controlled clinical 
trials in pediatric patients, since the available data 
are not adequate to exclude any single medication from 
an increased risk; 

• reached a split decision (15-yes, 8-no) regarding 
recommending a "black-box" warning related to an 
increased risk for suicidality in pediatric patients 
for all antidepressant drugs; 

• endorsed a patient information sheet ("Medication 
Guide") for this class of drugs to be provided to the 
patient or their caregiver with every prescription; 

• recommended that the products not be contraindicated 
in this country because the Committees thought access 
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to these therapies was important for those who could 
benefit; and 

• recommended that the results of controlled pediatric 
trials of depression be included in the labeling for 
antidepressant drugs. 

#### 
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department of health & HUMAN SERVICES 


Public Health Service 


Food and Drug Administration 
Rockville MD 20857 


NDA 20-151/S-028/S-030/S-032 

NDA 20-699/S-0'41/S-048/S-052 Tab 50 


Wyeth Pharmaceuticals, Inc. 

Attention; Kenneth R. Bonk 
Director, Worldwide Regulatory Affairs 
P.O. Box 8299 

Philadelphia, PA 19101-1245 


Dear Mr. Bonk: 

We acknowledge receipt of your supplemental new drug applications dated April 30, 2004, submitted 
under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Effexor (venlafaxine hydrochloride) 
Immediate Release Tablets (NDA 20-151/S-032) and Effexor XR (venlafaxine hydrochloride) Extended 
Release Capsules (NDA 20-699/S-052). 

Your April 30, 2004, submission also constituted a complete response to our action letter dated March 19, 
2004 for supplemental applications 20-151/S-028/S-030 and 20'699/S-041/S-048. 

Reference is also made to a conference call dated April 28, 2004 between representatives of the Agency 
and yourself to discuss the Agency's class labeling initiatives. 

The above supplemental applications provide for the following changes to product labeling: 

NDAs 20-I51/S-028 & 20-699/S-041 

1 . Revisions to the PRECAUTIONS-Usage in Children section to denote hostility and suicide related 
adverse events in pediatric clinical trials. 

2. The addition of the term “tinnitus” to the DOSAGE AND ADMINISTRATION-Discontinulng 
Effexor or Effexor XR sections. 

3. Revisions to the Patient Brief Summary. 

We note your agreement to our request to remove your proposed addition of hostility and suicide related 
adverse events from the PRECACTIONS-Usage in CbUdren section. As discussed during that April 28, 
2004 meeting, we continue to feel that it would not be helpful to include the language regarding reports of 
hostility and suicidality that you have proposed for the Pediatric Use section. As currently written, the 
language is uninierpretable, since it notes that there were increased reports, but without noting with 
reference to what data. If a reference to placebo data were added, this would suggest a causa! association, 
howe’ er, this suggestion would be contradicted by the new language that follows. The difficulty, of 
course, is that it remains unclear at this point exactly what has been captured under the crude terms used to 
capture events. The currently proposed language for WARNINGS is intended to comprehensively address 
this complex issue and our current understanding of the available data, and we feel it would be confusing 
and DotentialW misleading to maintain your proposed language for the Pediatric Use section. 
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NDA 20-151/S-028/S-030/S-032 
NDA 20-699/S-041/S-048/S-052 
Page 2 

NBAs 20-I51/S-030 & 20-699/S-048 

These appJicaiions provide for revisions lo the DOSAGE and ADMlNlSTR.ATION.T)iscontjnuing 
Effexor or Effexor XR sections of product labeling. 

Again, we note your agreement to revise product labeling to incorporate the class labeling initiative for all 
of the selective serotonin reuptake inhibitors (SSRJs) and serotonin and norepinephrine reuptake inhibitors 
(SNRJs), to change labeling in regards to discontinuation symptoms and to adverse events occurring in 
neonates exposed to any of the SSRJs or SNRIs late in the third trimester. 

NBAs 20-151/S-032 & 20-699/5-052 

These applications provide for antidepressant class labeling revisions to incorporate the following changes 
to product labeling: 

1 . The addition of a new subsection under \V.4R.NTNGS entitled Clinical Worsening and Suicide 
Risk. 

2. Revisions to the PRECAUTlONS-lnformation for Patients section. 

3. Delete the section in PRECACTIONS-General entitled "Suicide”. 

4. Add a reference to the WARNINGS section at the end of the PRECAUTIONS- Pediatric Use 
section, i,e., (see WARNINGS-Clinlcal Worsening and Suicide Risk). 

We have completed the review of these supplemental applications and have concluded that adequate 
information has been presented to demonstrate that the drug product is safe and effective for use as 
recommended in your labeling submitted on .April 30, 2004 and as attached to this letter. Accordingly, 
these supplemental applications are approved effective on the date of this letter. 

If a letter communicating important information about this drug product (i.e., a "Dear Health Care 
Practitioner" letter) is issued to physicians and others responsible for patient care, we request that you 
submit a copy of the letter to this NDA and a copy to the following address: 

MEDWATCH, HF-2 
FDA 

5600 Fishers Lane 
Rockville, MD 20857 

We remind you that you must comply with the requirements for an approved NDA set forth under 2 1 CFR 
314.80 and 314.81. 
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NDA 20-151/S-028/S-030/S-032 
NDA 20-699/S-041/S-048/S-052 
Page 3 

If you have any questions, call Mr. Paul David, R.Ph., Senior Regulatory Project Manager, at (301) 
594-5530. 

Sincerely, 

{See appended electronic signature page} 

Russell Katz, M.D. 

Director 

Division of Neuropharmacological Drug Products 
Office of Drug Evaluation ! 

Center for Drug Evaluation and Research 

Attachment 
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DEPARTMENT OF, * ffOMAN SERVICES 


PubUc Health Serviw 


Food arid Drug Administration 
RocIwIIIb. mo 20857 : 


'NDA20-151/S-024 

NDA20-699/S-030 


Tab 51 


Wyeti-Ayerst 

Atteittion; Kennetk R, Bonk' . ' 

Assocjat? Director H, Worldwide Regulatory Aiiairs 
P.O.Box8299 . 

Philadelphia, PA ;i9iOM245 


Dear Mr. Bonk: 

Please refer to your supplemental new drug {^licationis dated .September 25, received 
S^tember 26, 2002, submitted under section 505(b) pursuant to section S0S(bX2) of &e Federal 
Food, Drug, and Cosmetic Act for EfTexoz: (vehlafaxme . hydrochloride) Immediate Release 
Tablets (KDA 20^151) and EfFexor XR (veola&xine hydrochloride) Extended Release Cap^es 
OSJDA 20.699):' V • . • 

We acknowledge receipt of your submissions tkited November 21, and Dec^ber 4, 9, anH lO, 
2003. 

These “Prior Approval" srqiplemental new drug ai^lications propose the use of venlafaxine to 
treat . pediatric major depressive disorder (MDD) and pediatric generalized anxiety disorder 
(GAD). . 

We have completed, our review and find the iafonnation presented is inadequate, and fiie 
supplemental applications are. not approvable .under 'section 50S(d) of the Act:. and 
'21 CFR'314.125(bX5).. The deficiencies may be summarized as follows: ■ . ' 

Specifically, 4e results from your two studies^ Protocols 0600B1-382-US and 0600B1-394.USV 
f^ed to demonstrate Oic efficacy of venlafaxine in pediatric patients with MDD. Given the fact 
that negative trids arc fiequently .seen,, even for antid^ressant drugs that we know are effective, 
we do not feelithai it. would be useful to describe fiiese negative trials in labeling, since this may' 
be misint^reted as evidence diat venlafaxine does' not work m this population. Rather, we feel 
that - the existing language, suggesting simply that efficacy has not been established in ^s 
population, is still most appropriate. 
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KDAs 2045i/s-024 & 20-699/3.030 
‘Page2 , '• ;• ; ; .. 

In 'tQ your studies in pediatric GAfi, die'.rc^ts from ’one of your two stupes. Study 
06d0B2-396-US,- foiled to demonstrate die efficacy of veniafaxiiic in pediairic parents with 
GAD. 'Vi^e we consider the second 5tu(fy, Study. 060032-3 97-US, to be. positive, a'.single 
positive study is not sufficient, m qur view, to support this new claim in pediatric GAD: We • 
made this point in our April 28, 1999 written request, i.c., that that there is no experience from' 
-adequate, ami well-controlled, trials that GAD is esseoti^y the 'same disorder in adults and' 
children . and, ' as such, two positive studies would be r^uired fc^. aj^roval.in this patient 
population.. ‘ . 

Givmi the fact that negative trials are fr^cntly seen, evCTi for GAD ^’gs .that we know' are 
efrecrive,. we also do not feel that it wotdd ^ useful to describe the one positive .and the one' 
ne^tive trial in labeling,, since this may be misinteiprered as evidence -that venlafaxine either 
does work in this.populatios, or does not Radiec, we feel that these two studies, by friemselves, 
^ essehtiaily uninteipretable. Thus, in the absence of sufficient evidence to support this new 
claim,’ .we 'feel that the existing language, suggesting, simply that efficacy.' has pot been 
established in this population, is still most appropriate. ■ ‘ . 

Regarding .the FK data, we fee] that it is not useful to add these data, given the fact efficacy 
hM not been established. 

However, based upon the safety infotmatioh reviewed, in the pediatric population, a smaller 
increase in height in children in the pooled GAD studies versus placebo was .noted. This .was not 
noted in the MDD' group; however^ it is surprising that this was noted at all in an 8'-week.study 
period. Though height was si gnificant ly increased from baseline afrer '8 weeks of treatment ffir. 
both venlafaxine ,£R- treated wd placebo-, treated patients, the adjusted mean -.increase at moh^' 
2 in the placebo ^oup (1.3 cm) was signifrcahtly greater than the venlafoxine ER group (0..4 . 
cm). Mean height in the long term open label treated patients , only mcm$ed :.'1.2-em 'over 6r.‘ 
months.'' ' 

Both MDD and GAD patients treated with venlafoxme had mean decreases in weight.. The zneaA 
weight losses were 0.5 kg. (MDD) and 0.6 kg .(GAD) over ap 8-week. period while (here was a 
mean weight gain in the placebo treated MDD .and GAO patients. Wei^ changes in both MDD-. 
and GAD patients were statistically significanL . . : ' ' ’ 

Such information would typically.be inserted into the PRECAUTIONS-Cbanges in Appetite 
and Weight and PRECA.trnONS-Pediatric Use sections of labeling. 

However, prior to requesting labeling revisions at this point, we are requesting that you ^bmit 
the following additional information', and -a labelii^-praposal for these Sections of kbeHng< . . 

1 Please provide an analysis of mean height and wciglu changes from basehne forVehlafaxine 
ER' compared to placebo using the data from the pool of.four 8-week placebo ■controlled 
pediatric studies (396, 397, 382 and 394). • 

2; Please provide an' .analysis of mean height and weight changes from baseline for venlafaxine 
ER compared to placebo using qnly data from the pediatric G^ studies (396, 397). 
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KDAs20-15l/S-024 & 20-699/S-Q30 

Pages 

3. .Please provide an analysis- pf mean' height and weight changes from baseline for veniafaxine 
ER compared to placebo using only data.from the pedktric MDD studies (382i 394). ' ■ 

4. - Please repeat the above analyses (#1-3), stratifying on age (<12 years and >12, yean), 

5. Please provide outlier analyses that identify tiie percentage of pediatric subjects that lo;^ at 
least 3.5% of their body weight for veniafaxine ER compared to’ placebo for following: 
the pool of four stuedes; the GAD studies; and die MDD studies. ' 

6 . Please provide an ai^ysis of mean height and weight changes from baseline for veniafaxine 
ER compared to placed for. the following: the pool of four studies; the GAD studies; and the 
.MDD studies. 

7. Mean height in die long term open label treated patients only increased' 1.2-cm oyer d- 
months. Though this seems like a slow .cate of growth, in the absence of comparator data die 
mean change in height for a group is difficult to interpret since it includes e collection of 
children of different ages and who started at difrerent height percentiles. Since children grow 
at different rates depending on their age and gender, growth over a period of time is predicted 
by gender and the height and. weight at the beginning of an observation period. Pe^atricians' 
determine whether children are following their growth percentile curve, which is based on 
n ormal population data. 

Investigators have used growth curve data to assess growth in open label smdies,'m some 
cases by. using 2-score5. A z*score is the number of standard deviations one is from tireir 
gender/age standardized mean. Investigators determine each .subject’s z*score at tire beginning 
and then at ^e end of the observation period. If tiie mean change in the z-score is negative, 
then the group did not grow as expected based on nqnnal population data. 

•Please provide im electronic data set for the long-term open-label studies that includes one 
row. for each patient and includes the study number, indication, age, gender, baseline height 
and weight, end study height .and weight, baseliire height and wei^t z-scores, end study 
height and weight z-scores, treatment and assign.ed dose. - 

Witiiin 10 days after the date' of this letter, you are required to amend tiic si^jplemental 
applications, notify us of your intent to frie an amendmeht, or follow one of your other options 
under 21 CFR 314.120. fri the ab.sence of my sudi action, FDA may proceed to withdraw Ae 
supplemental applications. Any amendment should respond to all the deficiencies listed.- We 
will not procesS-a partial reply as a major ^endmemt, nor will the review clock be reactivated 
until all deficiencies have been addressed. 

These products may be considered to be misbranded .under the Federal Food, Drug, and 
Cosmetic Act if they are marketed with these changes prior to approval of these .supplemental 

■ ormtifatinni* ' 
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NDAs 20-151/S-024 &;20-699/S-030 
Page 4 • - 

If you have any questions, call Paul.bavid, Senior Regulatory Health Project Manager, at (301) 

■594-5530. 

Sincerely, 

appended ele<^,omc jjgnafurW page} 


Russefl Katz, M.D. • 

Director ■ 

Division of Neuropharmacological Drug Product 

Office of Drug Evaluation I 

C^ter for Drug Evaluation and Research 
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Results of the Analysis of 


Outline 

Suicidality in Pediatric Trials 


=J> j- Obiective 

of Newer Antidepressants 


j- Data Domain 

Psychoph»rrn»cclt^li Drugs Advisory Commttlt* and the 

Ffdiltnt Advisory Commiitee 

SepumbM tJ-IA, 3004 


I* Findings 
!• Limitations 
[•Summary 

Tafek A. Hammad, MD, PhO, MSe, MS 


1 

Senior Medical Reviewer 






CvMvr Iv* Oriif tv>lw«n»n »r>e Aws'cSi. rtM 
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Main Outcomes Used in the Analysis 



Examining Effect Modification 
and Confounding 












422 


Examining Effect Modification 

> Analysis was done by trial 


>Examfnmg effect modification {interaction) 
was difficult due to small number of events 


>• Variables examined were: 

• Age group {6-11, 12-18) 

• Gender ’ . 

• History of suicide attempt at betelirte 

None was found to meaningfully impact the 
l^sk estimates 13 


Examining Confounding 

>Analysis was done by trial 

>ExamlninB confounding effect of many 
van'ables 

• Demographics variables 

• Trial-related variat^tes 

• Disease-related variables 

• Drug-related variables 

• Psychiatric history 

>None was found to meaningfully impact 
the n'sk estimates 
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Robustness of the risk estimates of suicidal 
behavior or ideation (codes 1 ,2, B 6) to event 
ascertainment: resuits of outcome A "possible 
suicidal behavior or ideation” 


iOuitom*! 

; Ovtult U t95*A Cl), 
i •)! ail inCicatiani 

Ovtrill Rf) i9S% 
CI).SSR1 MOOintii 

[ SHiiitf*! 

'1.95(1.28.3.98) 

1.66(1.02.2,68) 

•r idolHHi i<Mfn 

u.a*i 



' Psiiibtr 
|brliavie, vr 

'2.19 (1..50. 3.19) 

1.91 (1.27. 2.89) 


1 



Analysis of Risk Difference (RD) 



Analysis of Risk Difference (RO) 

• This analysis estimates the absolute increase 
in the risk of the event of interest due to 
treatment 

■ Risk in the dru| grp • risk in the placebo grp 

► Overall RD for SSRis in MDD trials » 2 to 3% 

' Out of 100 patients treated, we might expect 
2 to 3 patients to have some increase in 
sukidaliiv due to short-term treatment, i.e., 
beyond the risk that occurs with the disease 
being treated 

35 
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Worsening of Suicidality Score 


(Outcome 6, 


• Increase in the suicidality }tem{s) score of 
pertinent depression questionnaires relative 


to baseline, regardless of subsequent change 


• Questionnaires used: HAM-D, CORS-R, MADRS, 
andK-SADS 

Worsening of Suicidality 

(OutcgmeS) 

Emergence of Suicidality 


(Outcome 7, n=349) 

• Effect modification and confounding were 

• Same concept as above, but vnth normal 

examined 4 none was found 

baseline score 


in ^ ^ 
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McCary, Barbara M 

From: Mosholder, Andrew D 

nt: Wednesday, January 28, 2{M34 12:55 PM 

j: Trontelt, Anne E; WHIy, Mary E 

Subject: Follow-up to this morning, about ttie administrative history of the Neuropharm consult 


a Q E3 Tab 54 

yesterday’s reg RE: Citaiopram Pediatric 
briefing pediatric suid... Suicide Project 

Hi Anne, 

Since you raised the question of whether I was supposed to have been looking at these data after the regulatory briefing, i 
looked back through my email and attached a few that I think will show why I forged ahead with the project. The one from 
Rusty is a bit vague, I know, but the ones from Paul David, the RPM, are more specific. In one email he is inviting me to a 
telecon (two months after the regulatory briefing), and in the other he discusses sending me the data from the July 
requests that I analyzed in the present consult. 

I hope this helps provide some perspective on the administrative history of this consult. 

-Andy 


1 
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McCary, Barbara M 

^rom: Katz. Russei! G 

>nt; Wednesday. September 17. 2003 8:34 AM 

. o: Mosholder. Andrew D 

Subject: yesterday’s reg briefing 


Andy- 

1 had to run out of the meeting yesterday to go to my next meeting, but I just wanted to thank you for a superb presentation 
{not to mention ail the work that went into it), t believe everyone was duly impressed, as they should have been. What the 
next step is. I don't know yet, but we'll probably get together soon to figure it out. I believe the charge from the group was 
to "get to the bottom of this", so I guess that's what well do. 

Anyway, we'll be in touch, but thanks again for all the work and the presentation*]! was great. 

Rusty 


1 
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McCary, Barbara M 

jEfom: David, Paul A 

nt: Friday, November 14, 2003 1 1 :13 AM 

, o: Mosholder, y^drew D 

Subject: RE; Citaiopram pediatric suicidal event narratives 


Andy, 

Tom, Judy, and myself are meeting this afternoon at 2:30 to discuss Uie narratives. Would it be possible for you to join us 
via t-con? 

-Paul 


— Original Message — 

From: Moshdder, Andrew D 

Sent: Friday, November 14, 2003 10:32 AM 

To: David, Paul A; Racoosin, Judith A; Laughren, Thomas P; Stasko, Robert; Hammad, Tarek 

Cc: Willy, Mary E 

Subjetct: Qtalopram pediatric suidde^ event narratives 

Hello all. 

As I was reviewing the Forest submission dated 8-21-03, 1 realized somettiing about the citaiopram narratives. Although 
we did not request it. Forest included narratives for subjects who discontinued the study or were hospitalized for worsening 
of depression. This was in addition to the narratives for subjects with suicide-related events. It looks like Forest was the 
only sponsor to do so. 

Here is the list of subjects with worsening of depression but no suicide-related event, in case you want to remove those 
narratives from the ones to be reviewed blindly: 

«ttudyC!T-MD-18: Patients 550, 574 

jdy 94404: Patients 419, 447, 697, 714, 719, 732 

Also, ! want to point out that for completeness Forest included narratives on three patients from an ongoing study of 
escitaiopram in pediatric depression, study SCT-MD-15 (patients 007-1507. 026-1508. and 033-1509). Of course, these 
cases can't be part of the analysis, since the treatment is still blinded. 

-^dy 


1 
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McCary, Barbara M 

From: David. Paui A 

Thursday, September 04, 20037:20 AM 
Moshoider, Andrew D 

Cc; Racoosin, Judith A; Laughren, TTMimas P; Andreason, Paui J 

Subject: Pediatric Suicide Project 


Andy, 

We received the data from Lilly (submission date 9-2-03), and Wyeth (submission date 8-28-03), My desk copy of 
Wyeth's submission contains the CD ROMs; however, the data is also located in the EDR under the following paths; 
\\CDSESUB1\N20151\S_024\2003-08-28& \\CDSESUB1\N20699\S_030\2003-08-28. 

I should receive the Serzone submission either today w tomorrow. Therefore, the only one remaining will be Pfizer. 

rn send the Prozac and Effexor desk copies this morning. 

-Paul 


— Original Message — 

From: Da\id, Paul A 

Sent: Tuesday, September 02, 2003 8:56 AM 

To; Moshoider, Andrew D 

Cc Racoosin, 3udi&j A; laughren, Thomas P; Andreason, Paid 3 

Skibjecb RE: JAMA artide on Zoloft in pediathc depression 

Andy, 

I'm sending over hard copies of the following submissions providing for our requested pediatric suicide data: 
Welibutrin/Zyban, Celex^Lexapro, and Remeron. Sotvay (Luvox) submitted their data to the EDR, and it can be found at 
the following path: \\CDSESUB1\N21519\N_000\2003'08-22. and a portion of the Remeron submission was also sent to 
Jbe EDR with the path; \\CDSESUB1\N20415\N_000\2003-08-13. 

. .n still awaiting Prozac (due 9/3/03), Zoloft (due 9/12), Effexor/Effexor XR, and Serzone. 1‘ii ding Wyeth and BMS this 
morning to see if ! can scare up a date when then intend to respond to our 7-22-03 request. 

•Paul 

— Original 
Frwn: 

Sent: 

Tq; 

Subject: 

Hi Paul, 

You can send them over to me. if you have copies to spare. I've asked my management here if it would be feasible for me 
to work on phase II of this project: they will consider it since it might require taking me off of other consults for a while. It 
also might require someone with more statistical skills than I. For starters. I might as well see what you're receiving and 
take it from there. 

I just got the notice about the regulatory briefing; I'll paste it below: 


Mesage — 

Moshoider, Andrew D 
Wednesday, August 27, 2003 3:20 PM 
David, Paul A 

RE: JAMA article on Zoloft in pediatric depression 


— Original A^x^ntment — 

From: Menja-, Jennifer L 

Sent: We*«sday, August 27, 2003 12:39 PM 

To; Mercler, Jemifa L; Hammad, Tarek; MoshoWa, Andrew D; Katz. Russell G; Andreason, Paui J; laughren, Thomas P; Racoosin, 

Judith A; David, Paul A; Woodcock, Janet; Buehler, Gary J; 8iil, Jonca; Chiu, Yuan Yuan; Galson, Steven; Goldberga, Mark 3; 
Harvey, Brian; Houn, Rorence; Hussain, Ajar S; Jacobson-Kram, David; Jenkins, John K; Kweder, Sandra 1; Lesko, lawrence J; 
Meyer, Rrtwrt 3; Murphy, Dianne; Nasr. Moheb M; ONeili, Robert T; Sdigman, Paul; Sobel, Solomon; Temple, Rc*ert; Winkle, 

Helen N 

Wrttkin, Jonathan K; AJbrecht, Renata; Allen, Susan S; AneBo, Charles; Axelrad, Jane A; Behrman, Rachel E; Beitz, Julie G; Bimkravt, 
Detxa B; Chowdhury, Badrul A; Colangelo, tOm M; Cta, Edward M; Ganley, Charles J; Henderson, Deborah J; H^, Maureen; 
Hoiberg, Charles P; Huang, Shiew Mei; Johnson, Susan S; Justice. R{rt>ert; leidenrwn, Deborah; love, Patricia Y; Murphy, Shirley; 
Norden, Janet M; Orloff, David G; Pauls, Lana L; Pazdur, Richard; PhiHips, Jerry; Purucker, Mary E; Raezkowski, ^ctor F; Rappaport, 
Bob A; Shames, Danid A; Simon, Lee; Srrsth, NW»cy 0 (COER); Soreth, Janice M; Talarico, Lilia; Throckmorton, Douglas C; Tronteli, 
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Anne E; West, Robet I 

Subject: Regulatory Briefing - Pa»l SPEOAL 

When: Tuesday, September 16, 2003 2:00 PM-4:00 PM (GKr-<S:00) Eastan Time (US & Canada). 

Where: CDER OCD LAPTOP; COER EOS WOXIMA; GOBI WOQ Conf Room 

20-031 /S-073 

jxil (paroxetineHCI) Tablets 

This supplement provides for controlled clinical studies in t^fldren and adolescents with major d^ressive disorder (MDD) 
and obsessive compulsive disorder (OCD). The con^lled sUidies in the pediatric population with MDD demonstrated that 
pediatric patients who received Paxil had a higher iricidence of suictdal ideation/attempts. This supplement received an 
approvable action on October 10, 2002. GlaxoSmithKline has not submitted a complete response to this action letter. 


Andy 

> — Original Mssage — 

> From: Da>rid, Paul A 

> Sent: Wedresday, August 27, 2003 10:00 AM 

> To: Mosholder, Andrew D 

> Subject: RE: JAMA arbde on Zoloft in pediatric depre^on 

> 

> Thanks for the reprints Andy. It made for some interesting 

> reading. I forwarded them to the peds suicide team as well 

> as the psych reviewers. 

> 

> I've been working with Jennifer Mercier on the Regulatory 

> Briefing, and she is going to get back to me in a few days 

> with the date. I believe that you are Tarek will be presenting. 

> 

> We're also starting to get responses from our pediatric 

> suicide data request letters, and I believe that Judy is 

> going to talk to you about looking at the data. I'm 
^receiving lots of desk copies so it should not be a problem 

o forward the submissions to you. 

> -Paul 

> 

> — Original Message — 

> From: Moshcrfder, Andrew D 

> Serit: Wednesday, August 27, 2003 9:30 AM 

> To: David, Paul A 

> Subject: arbde on Zoloft in pediatric depression 

> 

> Hi Paul, 

> I downloaded the JMIA articles referred to in today's Daily 

> Clips. Please share with anyone else over their who's interested. 

> As you recall, we turned down this supplement because each 

> trial by itself failed. This article combines the two trials 

> to show a statistically significant effect. I don't see 

> where they've said that the individual trials failed and they 

> had to pool them to have a result. Instead, the authors tout 

> the combined analysis for having a large sample size...taik 

> about spini 

> Andy 


> « File: Vartey editorial JAMA.pdf » « File: Wagner et al 

> JAMA.pdf » 
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Katz, Donna 


Moshoider, Andrew D 

Monday, May 03, 2004 4:26 PM 

Katz, Donna; McGarey, Patrick; Meister, Karen G 

RE: As we discussed-OIA written statement (attachment only) 


Tab 55 

Abridged Written 
Statement 4-1... 

Hello ail, 

In case this is of some help, I am attaching here the abridged version of my Internal 
Affairs statement, the one I shared with CDER management when I was asked to provide 
background information on this matter. 

You can see that I left out the portions regarding the contacts with Rob Waters, similar 
to what we discussed today. 

Hope this helps. 

Andy 


From: 

Sent: 

To: 

Subject: 



Original Message 

From: Moshoider, Andrew D 

Sent: Monday, May 03, 2004 2:15 PM 

To: Katz, Donna; McGarey, Patrick; Meister, Karen G 

Subject: As we discussed--OIA written statement (attachment only) 
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April 1,2004 

Note: This is a portion of the March 15, 2004 statement I provided to Special Agent Mike 
Kurisky of the Office of Internal Affairs (OIA). I have only included the sections relevant 
to the administrative history of this matter. 

For context, I reproduce below the request 1 received from OIA. 

“You can start the statement discussing the previous positions you have had 
within the FDA and how you came to be the one selected to review this data. 
Please include how the FDA expanded that review of the data in Aug. '03, how 
you came to your final conclusion in Nov. '03 and then the fact that the FDA 
decided in Dec. '03 that this finding was incomplete. You can then discuss the 
decision by Dr. Katz and others within the Division of Neuropharmacological to 
pull you from making your presentation at the Advisory Hearing. Finally, please 
discuss any and all contacts you had with Rob Waters, to include the names of 
anyone else who was contacted by Waters. Please also include a statement that 
you did not release any info to Waters.” 




WRITTEN STATEMENT 


I, Andrew D. Mosholder, provide the following statement at the request of Special Agent, 
Michael J. Kurisky of the FDA Office of Internal Affairs: 

I am a licensed physician and board certified in child and adolescent psychiatry. 1 
obtained my medical degree from the University of Virginia. 1 also have a Master of 
Public Health degree from Johns Hopkins University. 

I am currently employed by the U.S. Food and Drug Administration and have been so 
employed since 1992. During my employment, I have been a medical officer with the 
Center for Drug Evaluation and Research (CDER) for almost twelve years. For about the 
past 14 months I have worked as an epidemiologist in the Division of Drug Risk 
Evaluation, Office of Drug Safety (ODS). Prior to that, I was a medical officer in 
CDER’s Division of Neuropharmacological Drug Products (DNDP) for over 10 years. 

My selection for the review of the pediatric suicidality data for antidepressant drugs 
occurred as follows: As a medical officer in DNDP, I reviewed a number of submissions 
of pediatric data for antidepressant drugs, including pediatric data submitted for Paxil 
(paroxetine), manufactured by GlaxoSmithKline (GSK). In May of 2003, after I had 
transferred to ODS, DNDP received new data analyses from GSK, indicating an increase 
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in suicidal thoughts and behaviors vvith paroxetine compared to placebo in pediatric 
clinical trials. On June 2, 2003, Dr. Russell Katz, the Director of DNDP, sent me an 
email, in which he said, “Given your history with this application and this general issue, 
we think you would be the right person to help us think about the best way to approach 
the data in the other NDAs (and their sponsors), as well as to provide ideas for further 
sources of potentially relevant data....” A consultation request from DNDP to ODS 
signed June 6, 2003 byg Dr. Katz stated; “Since the original review of the Paxil 
supplement, as well as the reviews of most other pediatric supplements for SSRIs, was 
done by Andrew Mosholder, M.D,...we ask that this consult be assigned to him. We 
seek his advice on further analysis and interpretation of the Paxil results, as well as more 
general advice on what might be done to re-evaluate the risk of suicidality in the pediatric 
databases for other SSRIs.,..” 

My managers in ODS agreed to Dr. Katz’ request and assigned me to this consultation on 
June 9, 2003. To determine whether the apparent increase in suicidal events applies to 
pediatric use of other antidepressant drugs as well, 1 started to review the pediatric data 
for other antidepressant drugs. DNDP ultimately decided that the best way to proceed 
would be to ask the sponsors of other antidepressant drugs to reproduce GSK’s analysis 
of suicidal events for Paxil, with each sponsor applying the same method to their own 
pediatric trial databases. In July of 2003, DNDP sent requests for such analyses to other 
antidepressant drug sponsors. 

By September of 2003, 1 had completed an analysis of the paroxetine data and a 
preliminary analysis of pediatric data on seven other antidepressant drugs. At the request 
of management, 1 presented these analyses at a CDER Regulatory Briefing for upper 
level management on September 16, 2003. During the briefing, 1 presented the 
paroxetine pediatric data, along with preliminary findings for other antidepressant drugs. 
As noted in the briefing minutes, there was discussion about the clinical significance of 
some of the events in the analysis: “We need to get a better sense of what the events from 
these studies really are, i.e., are they legitimate, suicide-associated thoughts/actions or 
self-mutilation acts that are becoming increasingly common in the adolescent population 
today and are not generally associated with a sincere intent to die.” The day following 
the regulatory briefing, Dr. Katz thanked me by email: “1 just wanted to thank you for a 
superb presentation (not to mention all the work that went into it), 1 believe everyone 
w'as duly impressed, as they should have been. What the next step is, I don't know yet, 
but we'll probably get together soon to figure it out.” 

The Federal Register on October 31, 2003 contained this announcement to the public; 
“The Psychopharmacologic Drugs Advisory Committee and the Pediatric Subcommittee 
of the Anti-Infective Drugs Advisory Committee will discuss reports of the occurrence of 
suicidality (both suicidal ideation and suicide attempts) in clinical trials for various 
antidepressant drugs in pediatric patients with major depressive disorder (MDD). The 
committee will consider optimal approaches to the analysis of data from these trials, and 
the results of analyses conducted to date, with regard to the question of what regulatory 
action may be needed pertinent to the clinical use of these products in pediatric patients. 
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The committee will also consider further research needs to address questions on this 
topic.” 

As DNDP received responses from the other manufacturers to the July information 
requests, those responses were forwarded to me for review. I then worked on my 
analysis of these responses over the next couple of months and completed the first written 
draft of ray results in December of 2003. (This document has since been revised, and has 
not yet received supervisory sign-off in ODS.)' 

DNDP apparently was reaching a conclusion that the responses from the sponsors to the 
July requests were not going to be adequate for a definitive analysis. In October of 2003, 
DNDP sent requests to the manufacturers asking for patient level data sets, to permit a 
more sophisticated statistical analysis than what I could accomplish using only the 
responses to the July requests. DNDP also decided that all of the possible suicidal events 
in these trials should be reclassified by outside experts in suicidology. 

On December 10, 2003, the U.K.’s Medicines and Healthcare products Regulatory 
Agency issued their statement, “Use of Selective Serotonin Reuptake Inhibitors (SSRls) 
in children and adolescents with major depressive disorder (MDD) - only fluoxetine 
(Prozac) shown to have a favourable balance of risks and benefits for the treatment of 
MDD in the under 1 8s.” 

On December 18, 2003, we had one of our planning meetings for the February 2 advisory 
committee meeting. A draft agenda distributed for the December 1 8 planning meeting 
included a 45-minute presentation by me entitled, “Limited Overview of Paxil Controlled 
Trials and Controlled Trials of Other Antidepressants.” At that meeting, I shared a 
proposed outline of my presentation, which included my finding that suicidal events 
designated as “serious” in pediatric clinical trials for major depressive disorder were 1 .9 
times more frequent with antidepressant drug treatment than with placebo, and that this 
was statistically significant. I recall some discussion of the pros and cons of my analysis. 

At a subsequent planning session for the February 2 meeting, an agenda entitled 
“Proposed Agenda for February 2 As Revised by T. Laughren, 12/30/03,” was 
distributed. It did not include my clinical trial data presentation. 

On January 6, 2004, Dr. Katz sent me an email asking to speak with me by phone 
regarding my presentation at the February 2 Advisory Committee meeting. In our 
subsequent telephone conversation on that date, he told me that someone else would 
present the clinical trial data at the February 2 Advisory Committee meeting since I had 
reached a different view of the clinical trial data from that of DNDP. On January 7, 
2004, 1 sent an email to the team members planning the February 2 meeting, confirming 
that 1 would not be giving the presentation as originally planned and attaching a draft of 
my slides for their use and interest. 


This consult subsequently received supervisory sign-off on 3-19-04. 
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On January 12, 2004, the Agency issued a Federal Register notice with a revised agenda 
for the February 2 meeting. The notice stated, “The committee will not be considering 
options for definitive regulatory action at this meeting because definitive analyses of the 
data have not been completed. This topic will be covered in a second meeting to be 
scheduled by summer 2004.” 

I cannot pinpoint when I first learned that a reporter was interested in the project, but I 
believe ! first heard of a reporter making inquiries about this project around mid- 
January... [details regarding contacts with Mr. Waters omitted]. ..In summary, I kept the 
agency informed of my contacts from Mr. Waters. !n responding to contacts from Mr. 
Waters, I did not provide Mr. Waters with any information that was not public. I did not 
share ray conclusions from my analysis with him. 

I understand that this statement is part of the Office of Internal Affairs investigation and I 
have been informed that I may be subject to disciplinary proceedings as a result of my 
statement. 


I have read the above statement consisting of 4 pages and represent that the statement 
made by me is true and accurate to the best of my knowledge and belief. 


Signature 


Signed and affirmed to before me this day of , 

Authority to administer oaths: 

Special Agent/Date Title 5, U.S. Code, Section 303 

FDA, Office of Internal Affairs 


Witness/Date 
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Katz, Donna 

From: 

Sent: 

To: 

Cc: 

Subject: 

Importance: 

Follow Up Flag: 
Flag Status: 


Mosholder, Andrew D 
Tuesday, May 04, 2004 8;53 AM 
Katz, Donna 

Meister, Karen G; McGarey, Patrick 

Abridged Written Statement for tomorrow's meeting with Senate Finance Committee 
High 


Follow up 
Flagged 


Tab 56 



Abridged Written 
Statement S-4... 

Hello Donna, 

To expedite things, t took a crack at redacting my Internal Affairs statement in the way we discussed yesterday afternoon. 1 
believe you will find this version acceptable for tomorrow's session with the Finance Committee, based on yesterday's 
discussion. 

Please advise. 

Thanks! 

Andy 


1 
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Narrative Portions of Written Statement of Andrew D. Mo«holder, M.D., M.P.H. 
(For 5-5-04 meeting with Senate Finance Committee) 


1 am a licensed physician and board certified in child and adolescent psychiatry. I 
obtained my medical degree from the University of Virginia, I also have a Master of 
Public Health degree from Johns Hopkins University. 

1 am currently employed by the U.S. Food and Drug Administration and have been so 
employed since 1992. During my employment, 1 have been a medical officer with the 
Center for Drug Evaluation and Research (CDER) for almost twelve years. For about the 
past 14 months I have worked as an epidemiologist in the Division of Drug Risk 
Evaluation, Office of Drug Safety (ODS). Prior to that, I was a medical officer in 
CDER’s Division of Neuropharmacological Drug Products (DNDP) for over 10 years. 

My selection for the review of the pediatric suicidality data for antidepressant drugs 
occurred as follows: As a medical officer in DNDP, I reviewed a number of submissions 
of pediatric data for antidepressant drugs, including pediatric data submitted for Paxil 
(paroxetine), manufactured by GlaxoSmithKline (GSK). In May of 2003, after I had 
transferred to ODS, DNDP received new data analyses from GSK, indicating an increase 
in suicidal thoughts and behaviors with paroxetine compared to placebo in pediatric 
clinical trials. On June 2, 2003, Dr. Russell Katz, the Director of DNDP, sent me an 
email, in which he said, “Given your history with this application and this general issue, 
we think you would be the right person to help us think about the best way to approach 
the data in the other NDAs (and their sponsors), as well as to provide ideas for further 
sources of potentially relevant data....” A consultation request from DNDP to ODS 
signed June 6, 2003 byg Dr. Katz stated: “Since the original review of the Paxil 
supplement, as well as the reviews of most other pediatric supplements for SSRIs, was 
done by Andrew Mosholder, M.D, ...we ask that this consult be assigned to him. We 
seek his advice on further analysis and interpretation of the Paxil results, as well as more 
general advice on what might be done to re-evaluate the risk of suicidality in the pediatric 
databases for other SSRIs....” 

My managers in ODS agreed to Dr. Katz’ request and assigned me to this consultation on 
June 9, 2003. To determine whether the apparent increase in suicidal events applies to 
pediatric use of other antidepressant drugs as well, I started to review the pediatric data 
for other antidepressant drugs. DNDP ultimately decided that the best way to proceed 
would be to ask the sponsors of other antidepressant drugs to reproduce GSK’s analysis 
of suicidal events for Paxil, with each sponsor applying the same method to their own 
pediatric trial databases. In July of 2003, DNDP sent requests for such analyses to other 
antidepressant drug sponsors. 

By September of 2003, 1 had completed an analysis of the paroxetine data and a 
preliminary analysis of pediatric data on seven other antidepressant drugs. At the request 
of management, I presented these analyses at a CDER Regulatory Briefing for upper 
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level management on September 16, 2003. During the briefing, I presented the 
paroxetine pediatric data, along with preliminary findings for other antidepressant drugs. 
As noted in the briefing minutes, there was discussion about the clinical significance of 
some of the events in the analysis: “We need to get a better sense of what the events from 
these studies really are, i.e., are they legitimate, suicide-associated thoughts/actions or 
self-mutilation acts that are becoming increasingly common in the adolescent population 
today and are not generally associated with a sincere intent to die.” The day following 
the regulatory briefing. Dr. Katz thanked me by email; “I just wanted to thank you for a 
superb presentation (not to mention all the work that went into it). I believe everyone 
was duly impressed, as they should have been. What the next step is, I don't know yet, 
but we'll probably get together soon to figure it out.” 

The Federal Register on October 31, 2003 contained this announcement to the public; 
“The Psychopharmacologic Drugs Advisory Committee and the Pediatric Subcommittee 
of the Anti-Infective Drugs Advisory Committee will discuss reports of the occurrence of 
suicidality (both suicidal ideation and suicide attempts) in clinical trials for various 
antidepressant drugs in pediatric patients with major depressive disorder (MDD). The 
committee will consider optimal approaches to the analysis of data from these trials, and 
the results of analyses conducted to date, with regard to the question of what regulatory 
action may be needed pertinent to the clinical use of these products in pediatric patients. 
The committee will also consider further research needs to address questions on this 
topic.” 

As DNDP received responses from the other manufacturers to the July information 
requests, those responses were forwarded to me for review. 1 then worked on my 
analysis of these responses over the next couple of months and completed the first written 
draft of my results in December of 2003. (This document has since been revised, and has 
not yet received supervisory sign-off in ODS.)' 

DNDP apparently was reaching a conclusion that the responses from the sponsors to the 
July requests were not going to be adequate for a definitive analysis. In October of 2003, 
DNDP sent requests to the manufacturers asking for patient level data sets, to permit a 
more sophisticated statistical analysis than what I could accomplish using only the 
responses to the July requests. DNDP also decided that all of the possible suicidal events 
in these trials should be reclassified by outside experts in suicidology. 

On December 10, 2003, the U.K.’s Medicines and Healthcare products Regulatory 
Agency issued their statement, “Use of Selective Serotonin Reuptake Inhibitors (SSRIs) 
in children and adolescents with major depressive disorder (MDD) - only fluoxetine 
(Prozac) shown to have a favourable balance of risks and benefits for the treatment of 
MDD in the under 1 8s.” 

On December 1 8, 2003, we had one of our planning meetings for the February 2 advisory 
committee meeting. A draft agenda distributed for the December 18 planning meeting 
included a 45-minute presentation by me entitled, “Limited Overview of Paxil Controlled 


’ This consult subsequently received supervisory sign-off on 3-1 9-04. 
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Trials and Controlled Trials of Other Antidepressants.” At that meeting, I shared a 
proposed outline of my presentation, which included my finding that suicidal events 
designated as “serious” in pediatric clinical trials for major depressive disorder were 1 .9 
times more frequent with antidepressant drug treatment than with placebo, and that this 
was statistically significant. 1 recall some discussion of the pros and cons of my analysis. 

At a subsequent plarming session for the February 2 meeting, an agenda entitled 
“Proposed Agenda for February 2 As Revised by T. Laughren, 12/30/03,” was 
distributed. It did not include my clinical trial data presentation. 

On January 6, 2004, Dr. Katz sent me an email asking to speak with me by phone 
regarding my presentation at the February 2 Advisory Committee meeting. In our 
subsequent telephone conversation on that date, he told me that someone else would 
present the clinical trial data at the February 2 Advisory Committee meeting since I had 
reached a different view of the clinical trial data from that of DNDP. On January 7, 

2004, 1 sent an email to the team members planning the February 2 meeting, confirming 
that 1 would not be giving the presentation as originally planned and attaching a draft of 
my slides for their use and interest. 

On January 1 2, 2004, the Agency issued a Federal Register notice with a revised agenda 
for the February 2 meeting. The notice stated, “The committee will not be considering 
options for definitive regulatory action at this meeting because definitive analyses of the 
data have not been completed. This topic will be covered in a second meeting to be 
scheduled by summer 2004.” 

I cannot pinpoint when 1 first learned that a reporter was interested in the project, but I 
believe I first heard of a reporter making inquiries about this project around mid- 
January... [details regarding contacts with Mr. Waters omitted]... In summary, I kept the 
agency informed of my contacts from Mr. Waters. In responding to contacts from Mr. 
Waters, I did not provide Mr. Waters with any information that was not public. I did not 
share my conclusions from my analysis with him. 
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Katz, Donna 


From; 

Sent; 

To: 

Cc; 

Subject: 


Written Statement 
DKMay4L.doc 

Andy: I've taken a look at your written statement and made some suggested 

edits. Given that this will be a new document created to give to the Senate Finance 
Committee (albeit, based on an earlier document), I think it's cleaner to make this a 
stand alone document--ie, to include everything in it that is current and you would like 
to include, and just to leave out anything you would like to leave out. I don't think 
it's necessary to indicate that this document represents a version of the earlier one by 
noting that things have been omitted; that simply invites the committee to ask further 
questions about what was omitted and the earlier document. 

Please let me know if you have any questions (301-827-7136) . I can give you a clean 
version incorporating my edits if you would like. 

Thanks, 

Donna 



Katz, Donna 

Tuesday. May 04. 2004 2:37 PM 
Mosholder, Andrew D 

Dettelbach, Kim; McGarey, Patrick: Meister. Karen G 
statement 

Tab 57 
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I am a licensed physician and board certified in child and adolescent psychiatry. I 
obtained my medical degree from the University of Virginia. I also have a Master of 
Public Health degree from Johns Hopkins University. 


1 am cmrently employed by the U.S. Food and Drug Administration and have been so 
employed since 1992. During my employment, I have been a medical officer with the 
Center for Dmg Evaluation and Research (CDER) for almost twelve years. For about the 
past 14 months I have worked as an epidemiologist in the Division of Drug Risk 
Evaluation, Office of Drug Safety (ODS). Prior to that, I was a medical officer in 
CDER’s Division of Neuropharmacological Drug Products (DNDP) for over 10 years. 

My selection for the review of the pediatric suicidality data for antidepressant drugs 
occurred as follows: As a medical officer in DNDP, I reviewed a number of submissions 
of pediatric data for antidepressant drugs, including pediatric data submitted for Paxil 
(paroxetine), manufactured by GlaxoSmithKline (GSK). In May of 2003, after I had 
transferred to ODS, DNDP received new data analyses from GSK, indicating an increase 
in suicidal thoughts and behaviors with paroxetine compared to placebo in pediatric 
clinical trials. On June 2, 2003, Dr, Russell Katz, the Director of DNDP, sent me an 
email, in which he said, “Given your history with this application and this general issue, 
we think you would be the right person to help us think about the best way to approach 
the data in the other NDAs (and their sponsors), as well as to provide ideas for further 
sources of potentially relevant data....” A consultation request from DNDP to ODS 
signed June 6, 2003 byg Dr. Katz stated: “Since the original review of the Paxil 
supplement, as well as the reviews of most other pediatric supplements for SSRJs, was 
done by Andrew Mosholder, M.D,. , . we ask that this consult be assigned to him. We 
seek his advice on further analysis and interpretation of the Paxil results, as well as more 
general advice on what might be done to re-evaluate the risk of suicidality in the pediatric 
databases for other SSRIs....” 

My managers in ODS agreed to Dr, Katz’ request and assigned me to this consultation on 
June 9, 2003. To determine whether the apparent increase in suicidal events applies to 
pediatric use of other antidepressant drugs as well, I started to review the pediatric data 
for other antidepressant drugs. DNDP ultimately decided that the best way to proceed 
would be to ask the sponsors of other antidepressant drugs to reproduce GSK’s analysis 
of suicidal events for Paxil, with each sponsor applying the same method to their own 
pediatric trial databases. In July of 2003, DNDP sent requests for such analyses to other 
antidepressant drug sponsors. 
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By September of 2003, 1 had completed an analysis of the paroxetine data and a 
preliminary analysis of pediatric data on seven other antidepressant drugs. At the request 
of management, 1 presented these analyses at a CDER Regulatory Briefing for upper 
level management on September 16, 2003. During the briefing, I presented the 
paroxetine pediatric data, along with preliminary findings for other antidepressant drugs. 
As noted in the briefing minutes, there was discussion about the clinical significance of 
some of the events in the analysis: “We need to get a better sense of what the events from 
these studies really are, i.e., are they legitimate, suicide-associated thoughts/actions or 
self-mutilation acts that are becoming increasingly common in the adolescent population 
today and are not generally associated with a sincere intent to die.” The day following 
the regulatory briefing, Dr. Katz thanked me by email; “I just wanted to thank you for a 
superb presentation (not to mention all the work that went into it). I believe everyone 
was duly impressed, as they should have been. What the next step is, 1 don't know yet, 
but we'll probably get together soon to figure it out.” 


The Federal Register on October 31, 2003 contained this announcement to the public: 
“The Psychopharmacologic Drugs Advisory Committee and the Pediatric Subcommittee 
of the Anti-Infective Drugs Advisory Committee will discuss reports of the occurrence of 
suicidality (both suicidal ideation and suicide attempts) in clinical trials for various 
antidepressant drugs in pediatric patients with major depressive disorder (MDD). The 
committee will consider optimal approaches to the analysis of data from these trials, and 
the results of analyses conducted to date, with regard to the question of what regulatory 
action may be needed pertinent to the clinical use of these products in pediatric patients. 
The committee will also consider further research needs to address questions on this 
topic.” 


As DNDP received responses from the other manufacturers to the July information 
requests, those responses were forwarded to me for review. 1 then worked on my 
analysis of these responses over the next couple of months and completed the first written 
draft of my results in December of 2003. This consult subsequently received siipervisorv 
siitn-off on March 19. 2004.1 


DNDP apparently was reaching a conclusion that the responses from the sponsors to the 
July requests were not going to be adequate for a definitive analysis. In October of 2003, 
DNDP sent requests to the manufacturers asking for patient level data sets, to permit a 
more sophisticated statistical analysis than what 1 could accomplish using only the 
responses to the July requests. DNDP also decided that all of the possible suicidal events 
in these trials should be reclassified by outside experts in suicidology. 

On December 10, 2003, the U.K.’s Medicines and Healthcare products Regulatory 
Agency issued their statement, “Use of Selective Serotonin Reuptake Inhibitors (SSRIs) 
in children and adolescents with major depressive disorder (MDD) - only fluoxetine 
(Prozac) shown to have a favourable balance of risks and benefits for the treatment of 
MDD in the under 18s.” 
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On December 1 8, 2003, we had one of our planning meetings for the February 2 advisory 
committee meeting. A draft agenda distributed for the December 1 8 planning meeting 
included a 45-minute presentation by me entitled, “Limited Overview of Paxil Controlled 
Trials and Controlled Trials of Other Antidepressants.” At that meeting, 1 shared a 
proposed outline of my presentation, which included my finding that suicidal events 
designated as “serious” in pediatric clinical trials for major depressive disorder were 1 .9 
times more frequent with antidepressant drug treatment than with placebo, and that this 
was statistically significant. I recall some discussion of the pros and cons of my analysis. 

At a subsequent planning session for the February 2 meeting, an agenda entitled 
“Proposed Agenda for February 2 As Revised by T. Laughren, 12/30/03,” was 
distributed. It did not include my clinical trial data presentation. 


On January 6, 2004, Dr, Katz sent me an email asking to speak with me by phone 
regarding my presentation at the February 2 Advisory Committee meeting. In our 
subsequent telephone conversation on that date, he told me that someone else would 
present the clinical trial data at the February 2 Advisory Committee meeting since I had 
reached a different view of the clinical trial data from that of DNDP. On January 7, 
2004, 1 sent an email to the team members plaiming the February 2 meeting, confirming 
that 1 would not be giving the presentation as originally planned and attaching a draft of 
my slides for their use and interest. 

On January 12, 2004, the Agency issued a Federal Register notice with a revised agenda 
for the February 2 meeting. The notice stated, “The committee will not be considering 
options for definitive regulatory action at this meeting because definitive analyses of the 
data have not been completed. This topic will be covered in a second meeting to be 
scheduled by summer 2004,” 


I cannot pinpoint when I first learned that a reporter was interested in the project, but I 
believe I first heard of a reporter making inquiries about this project around mid-January. 
I also recall that some of ray co-workers mentioned such contacts. T o - th e b es t - of my 

Farinas. Kat e G e lp e rin, David J. Graham, Rita - Ou el l e t H e llstr e mi-Ann e- Tront e lU and 


I believe that ray first contact from Mr. Rob Waters was on Januaiy 22, 2004. Mr. 

Waters telephoned me at the office to asK’to interview irieiabotit my work on the issue of 
pediatric use of antidepressant drugs. I told him that I wEBjfidt interested in being 
interviewed unless it was approved throughour, P.ublic Affairs^office'.; .1 did inform ihim 
of the upcoming adyisory 'committee meefing'mferred^ra^bfthe'agency’sPublictAffairs 
office, and then notified my maiiagers and puf.PublicJlLffaiK office by email of his 
telephone callfS a a . ■ 

On Januaiy 27; 2004, 1 re^iyed ^at my'homeTaddress iniWe^Wirgmiaj a letter from Mr. 
Waters by FedEx, in which he a.^^ me^je^nsidw- s^ilM^Jo him about this project, 
independently of die agent’s f^blic Vent ifeWaters an e-mail 
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from my home email account, telling him that I had no comment and 1 again ask him to 
contact the Public Affairs office. I unfortunately did not keep a copy of the e-mail since I 
did not view his contact of me as important. 

On or around January 29, 2004, 1 received another tetephdrie call from Mr, Waters, 
asking me to review his story on this issue to make sure that it was factual. Mr. Waters 
did not send me his proposed article. 1 informed my Division Director of the contact and, 
at tire direction of my Division Director, I emailed Mn Waters to suggest that he contact 
the Public Affairs office for Agency comments on the stoiyi<’ Mr. Waters replied by email 
to say he was not thinking of sending the entire story, but that he would consider my 
suggestion; 


After the story ran on February 1, ' 2004 in the’Sah.’Francis«) Chroniclej: I sent Mr. Waters 
an email thanking him for properly^porting! that I declined to provide any information 
for his article, and I believe he sent a replyi^Mng ifl had any comments about the 
article. I met Mr. Waters in person at the February 2 Advisory Committee meeting, where 
I was one of the presenters (although not as to my findings from the analysis in question). 
I again thanked him for respecting my rejection of his requests. I may have senchim 
another email suggesting he'could'have emphasized the information posted on the British 
regulatory agency’s web sitei wlucht felt3ihqfl4havesbeeri'more of a focus forhis 
article, but Icannot recSli theexact timi^tofSiataemailJJFollowing the February 2 
Advisory Committee meetmg,;Fweht on Jeaveiq toist iny ■^e, who was hospitalized 
for a surgical procedure Febmaiy ‘3; flAndv: if you want to leave out the hiahlighted 


nortion. it's fine: it's also ok to leave it in if you would like.l 



In summary, 1 kept the agency informed of my contacts from Mr. Rob Waters. In 
responding to contacts from Mr. Waters, I did not provide Mr. Waters with any 
information that was not public. 1 did not share my conclusions from my analysis with 
him. 
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Mosholder, Andrew P 


J^rom: Mosholder, Andrew D 

;ent: Tuesday, May 04, 2004 3:17 PM 

To: Katz, Donna 

Cc: Deltelbach, Kim; McGarey, Patrick; Meister, Karen G 

Subject; RE: statement 

Tab 58 

Q 

Abridged 
jn Statement 

Thanks very much, Donna. Your version is actually very similar to the 
one I came up with on ray own this am {see attached) - 

Although it might be cleaner to do so, as you say, I am uncomfortable 
with concealing from the Committee the fact that this is not a new 
document. Accordingly, I prefer to use the version I edited {as in the 
attached email), which otherwise incorporates all the edits we've 
discussed. 

Thanks , 

Andy 


Original Message 

From: Katz, Donna 

Sent: Tuesday, May 04, 2004 2:37 PM 
To: Mosholder, Andrew D 

•Cc: Dettelbach, Kim; McGarey, Patrick; Meister, Karen G 
jubj ect : statement 


Andy: I've taken a look at your written statement and made some 
suggested edits. Given that this will be a new document created to give 
to the Senate Finance Committee (albeit, based on an earlier document), 

I think it's cleaner to make this a stand alone document--ie, to include 
everything in it that is current and you would like to include, and just 
to leave out anything you would like to leave out. I don’t think it’s 
necessary to indicate that this document represents a version of the 
earlier one by noting that things have been omitted; that simply invites 
the committee to ask further questions about what was omitted and the 
earlier document. 

Please let me know if you have any questions (301-827-7136) . I can give 
you a clean version incorporating my edits if you would like. 


Thanks, 

Donna 
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Mosholder, Andrew D 

JFrom: Meister, Karen G 

ent: Tuesday, May 11, 2004 11:18AM 

lo: Henig, Anne M 

Cc: Mosholder, Andrew D; McGarey, Patrick; Katz, Donna; Dettelbach, Kim; Torres, Abelardo 

(OS) 

Subject: Times for interview 


The OIA investigation has been closed. We have told the committee that 
we are ready to schedule the interview with Dr. Mosholder and are 
waiting to hear back. Please let us know what times in the next week 
Dr. Mosholder is available. Also, Dr. Mosholder may bring and use the 
affidavit he used for OIA with the names of the other FDA employees 
redacted. Thanks. 


Karen G. Meister 
Legislative Analyst 
FDA Office of Legislation 
(301) 827-0101 
(301) 827-1955 fax 


Tab 59 


I 
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WRITTEN STATEMENT 

Tab 60 

I, Andrew D. Mosholder, provide the following statement at the request of Special Agent, 
of the FDA Office of Internal Affairs; 

I am a licensed physician and board certified in child and adolescent psychiatry. I 
obtained my medical degree from the University of Virginia. I also have a Master of 
Public Health degree from Johns Hopkins University. 

I am currently employed by the U.S. Food and Drug Administration and have been so 
employed since 1992. During my employment, 1 have been a medical officer with the 
Center for Drug Evaluation and Research (CDER) for almost twelve years. For about the 
past 14 months I have worked as an epidemiologist in the Division of Drug Risk 
Evaluation, Office of Drug Safety (ODS). Prior to that, I was a medical officer in 
CDER’s Division of Neuropharmacological Drug Products (DNDP) for over 10 years. 

My selection for the review of the pediatric suicidality data for antidepressant drugs 
occurred as follows: As a medical officer in DNDP, 1 reviewed a number of submissions 
of pediatric data for antidepressant drugs, including pediatric data submitted for Paxil 
(paroxetine), manufactured by GlaxoSmithKline (GSK). In May of 2003, after I had 
transferred to ODS, DNDP received new data analyses from GSK, indicating an increase 
in suicidal thoughts and behaviors with paroxetine compared to placebo in pediatric 
clinical trials. On June 2, 2003, Dr. Russell Katz, the Director of DNDP, sent me an 
email, in which he said, “Given your history with this application and this general issue, 
we think you would be the right person to help us think about the best way to approach ' 
the data in the other NDAs (and their sponsors), as well as to provide ideas for further 
sources of potentially relevant data....” A consultation request from DNDP to ODS 
signed June 6, 2003 byg Dr. Katz stated: “Since the original review of the Paxil 
supplement, as well as the reviews of most other pediatric supplements for SSRIs, was 
done by Andrew Mosholder, M.D,. . .we ask that this consult be assigned to him. We 
seek his advice on further analysis and interpretation of the Paxil results, as well as more 
general advice on what might be done to re-evaluate the risk of suicidality in the pediatric 
databases for other SSRIs....” 

My managers in ODS agreed to Dr. Katz’ request and assigned me to this consultation on 
June 9, 2003. To determine whether the apparent increase in suicidal events applies to 
pediatric use of other antidepressant drugs as well, I started to review the pediatric data 
for other antidepressant drugs. DNDP ultimately decided that the best way to proceed 
would be to ask the sponsors of other antidepressant drugs to reproduce GSK’s analysis 
of suicidal events for Paxil, with each sponsor applying the same method to their own 
pediatric trial databases. In July of 2003, DNDP sent requests for such analyses to other 
antidepressant drug sponsors. 

By September of 2003, 1 had completed an analysis of the paroxetine data and a 
preliminary analysis of pediatric data on seven other antidepressant drugs. At the request 
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of management, I presented these analyses at a CDER Regulatory Briefing for upper 
level management on September 16, 2003. During the briefing, I presented the 
paroxetine pediatric data, along with preliminary findings for other antidepressant drugs. 
As noted in the briefing minutes, there was discussion about the clinical significance of 
some of the events in the analysis: “We need to get a better sense of what the events from 
these studies really are, i.e., are they legitimate, suicide-associated thoughts/actions or 
self-mutilation acts that are becoming increasingly common in the adolescent population 
today and are not generally associated with a sincere intent to die.” The day following 
the regulatory briefing. Dr. Katz thanked me by email; “I just wanted to thank you for a 
superb presentation (not to mention all the work that went into it). I believe everyone 
was duly impressed, as they should have been. What the next step is, 1 don't know yet, 
but we'll probably get together soon to figure it out.” 

The Federal Register on October 3 1 , 2003 contained this announcement to the public; 
“The Psychopharmacologic Drugs Advisory Committee and the Pediatric Subcommittee 
of the Anti-Infective Drugs Advisory Committee will discuss reports of the occurrence of 
suicidality (both suicidal ideation and suicide attempts) in clinical trials for various 
antidepressant drugs in pediatric patients with major depressive disorder (MDD). The 
committee will consider optimal approaches to the analysis of data from these trials, and 
the results of analyses conducted to date, with regard to the question of what regulatory 
action may be needed pertinent to the clinical use of these products in pediatric patients. 
The committee will also consider further research needs to address questions on this 
topic.” 

As DNDP received responses from the other manufacturers to the July information 
requests, those responses were forwarded to me for review. 1 then worked on my 
analysis of these responses over the next couple of months and completed the first written 
draft of my results in December of 2003. (This document has since been revised, and has 
not yet received supervisory sign-off in ODS.) 

DNDP apparently was reaching a conclusion that the responses from the sponsors to the 
July requests were not going to be adequate for a definitive analysis. In October of 2003, 
DNDP sent requests to the manufacturers asking for patient level data sets, to permit a 
more sophisticated statistical analysis than what I could accomplish using only the 
responses to the July requests. DNDP also decided that all of the possible suicidal events 
in these trials should be reclassified by outside experts in suicidology. 

On December 10, 2003, the U.K.’s Medicines and Healthcare products Regulatory 
Agency issued their statement, “Use of Selective Serotonin Reuptake Inhibitors (SSRJs) 
in children and adolescents with major depressive disorder (MDD) - only fluoxetine 
(Prozac) shown to have a favourable balance of risks and benefits for the treatment of 
MDD in the under 1 8s.” 

On December 18, 2003, we had one of our plaiming meetings for the February 2 advisory 
committee meeting. A draft agenda distributed for the December 1 8 plaiming meeting 
included a 45-minute presentation by me entitled, “Limited Overview of Paxil Controlled 
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Trials and Controlled Trials of Other Antidqrressants.” At that meeting, 1 shared a 
proposed outline of my presentation, which included my finding that suicidal events 
designated as “serious” in pediatric clinical trials for major depressive disorder were 1.9 
times more frequent with antidepressant drug treatment than with placebo, and that this 
was statistically significant. 1 recall some discussion of the pros and cons of my analysis. 

At a subsequent planning session for the February 2 meeting, an agenda entitled 
“Proposed Agenda for February 2 As Revised by 12/30/03,” was 

distributed. It did not include my clinical trial data presentation. 

On January 6, 2004, Dr. Katz sent me an email asking to speak with me by phone 
regarding my presentation at the February 2 Advisory Committee meeting. In our 
subsequent telephone conversation on that date, he told me that someone else would 
present the clinical trial data at the February 2 Advisory Committee meeting since I had 
reached a different view of the clinical trial data from that of DNDP. On January 7, 

2004, 1 sent an email to the team members planning the February 2 meeting, confirming 
that I would not be giving the presentation as originally plaimed and attaching a draft of 
my slides for their use and interest. 

On January 12, 2004, the Agency issued a Federal Register notice with a revised agenda 
for the February 2 meeting. The notice stated, “The committee will not be considering 
options for definitive regulatory action at this meeting because definitive analyses of the 
data have not been completed. This topic will be covered in a second meeting to be 
scheduled by summer 2004.” 

1 cannot pinpoint when I first learned that a reporter was interested in the project, but I 
believe 1 first heard of a reporter making inquiries about this project aroimd mid-January. 
I also recall that some of my co-workers mentioned such contacts. To the best of my 
recollection, those employees were , 

although there may have been others that I do not recall. 

I believe that my first contact from Mr. Rob Waters was on January 22, 2004. Mr. 

Waters telephoned me at the office to ask to interview me about my work on the issue of 
pediatric use of antidepressant drugs. I told him that I was not interested in being 
interviewed unless it was approved through our Public Affairs office. I did inform him 
of the upcoming advisory committee meeting, refened him to the agency’s Public Affairs 
office, and then notified my managers and our Public Affairs office by email of his 
telephone call. 

On January 27, 2004, 1 received (at my home address ) a letter from Mr. 

Waters by FedEx, in which he asked me to reconsider speaking to him about this project, 
independently of the agency’s Public Affairs office. I believe I sent Mr. Waters an e-mail 
from my home email account, telling him that I had no comment and I again ask him to 
contact the Public Affairs office. I unfortunately did not keep a copy of the e-mail since I 
did not view his contact of me as important. 
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On or around January 29, 2004, 1 received another telephone call from Mr. Waters, 
asking me to review his story on this issue to make sure that it was factual. Mr. Waters 
did not send me his proposed article. I informed my Division Director of the contact and, 
at the direction of ray Division Director, 1 emailed Mr. Waters to suggest that he contact 
the Public Affairs office for Agency comments on the story. Mr. Waters replied by email 
to say he was not thinking of sending the entire story, but that he would consider my 
suggestion. 

After the story ran on February 1, 2004 in the San Francisco Chrora’cle, I sent Mr. Waters 
an email thanking him for properly reporting that I declined to provide any information 
for his article, and I believe he sent a reply asking if 1 had any comments about the 
article. I met Mr. Waters in person at the February 2 Advisory Committee meeting, where 
I was one of the presenters (although not as to my findings from the analysis in question). 
I again thanked him for respecting my rejection of his requests. I may have sent him 
another email suggesting he could have emphasized the information posted on the British 
regulatory agency’s web site, which I felt should have been more of a focus for his 
article, but I cannot recall the exact timing of that email. Following the February 2 
Advisory Committee meeting, 1 went on leave to assist my wife. 


In summary, I kept the agency informed of my contacts from Mr. Waters. In responding 
to contacts from Mr. Waters, I did not provide Mr. Waters with any information that was 
not public. I did not share my conclusions from my analysis with him. 

I understand that this statement is part of the Office of Internal Affairs investigation and I 
have been informed that I may be subject to disciplinary proceedings as a result of my 
statement. 


I have read the above statement consisting of 4 pages and represent that the statement 
made by me is true and accurate to the best of my knowledge and belief. 


Signature 


Signed and affirmed to before me this day of _, 

^ Authority to administer oaths: 

Special Agent/Date Title 5, U.S. Code, Section 303 

FDA, Office of Internal Affairs 


Witness/Date 
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EEO: Whistleblower Protection Act Information 
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Home j Previous Page 


U.S. Securities and Exchange Commissio 


I 


Whistleblower Protection Act Information Tab 61 


A federal agency violates the Whistleblower Protection Act If It takes or fails 
to take (or threatens to take or fall to take) a personnel action with respect 
to any employee or appiicant because of any disclosure of Information by 
the employee or applicant that he or she reasonably believes evidences a 
violation of a law, rule or regulation; gross mismanagement; gross waste of 
funds; an abuse of authority; or a substantial and specific danger to public 
health or safety. 


The U.S. Office of Special Counsel (OSC) has jurisdiction over allegations of 
whistleblower retaliation for made by employees of the SEC. 


> Whistleblower Protecbon Act Complaints should be sent to 


U.S. Office of Special Counsel 
Complaints Examining Unit 
1730 M Street, NW, Suite 201 
Washington, DC 20036-4505 

The required Whistleblower complaint form is available online at 


OSC( 


http://www.sec.gov/eeoinfo/whistlebfowers.htm 


Home I Previous Page Modified: 01/30/2004 


hftD;//www.sec.gov/ceoinfo/whisileblowers.htm 


3/3/2004 
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Food and Drag Administiatioh 
Office of Internal Affaire 


Statement of Rights and Obligations 
(ADMINSTRATIVE WARNING) 

Tab 62 


Before we ask you any questions, it is my obligation to inform you of the following; 

You are here to be asked questions pertaining to your employment with FDA and the duties you perform 
for FDA. You have a duty to reply to these questions, and Agency disciplinary proceedings resulting in 
discipline up to and including discharge may be initiated as a result of your answers. You are also 
advised that you may be subject to criminal prosecution for any false answers given in response to my 
questions. You may be subject to discharge if you refuse to answer or fail to respond truthfully to any 
relevant questions. 


Acknowledgement of Receipt by Employee 

I have been given the above statement of rights and obligations at the beginning of the interview held on 
March 3, 2004. 


£L. — 





Date 


3 - 70 ^ 

Dale 
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From; 

Mosholder, Andrew D 

Sent: 

Wednesday, March 03, 2004 10;16 AM 

To: 

Addy, Rosemary; Murphy, Dianne; Cummins, Susan; lyasu, Solomon; 
Laughren, Thomas P; Katz, Russell G; Trontell, Anne E; Seligman, 
Paul; Temple, Robert; Racoosin, Judith A; Willy, Mary E; Avigan, Mark 
1; CDER-DNDP-PSYCHOPHARM; David, Paul A 

Cc: 

Cruzan, Susan M 

Subject: 

Hello, 

Inquiry regarding Feb. 2 AC meeting 


Those of you who were involved in planning the February 2 AC meeting may want to know that 
there is now an FDA Internal Affairs investigation of the "leak" which generated the February 1 
San Francisco Chronicle article. As it seems probable that many of you will also be contacted as 
part of this inquiry, I thought I should let everyone have a "heads up’ about this. 

Regards, 

Andy 

Tab 63 
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^o^bolder, Andrew D 


rom: Meister, Karen G 

ient: Thureday, April 29, 2004 4:26 PM 

o: Mosholder, Andrew D 

;c: Henig. Anne M; Katz, Dtaina: Dettelbach, Kim 

Subject: Meeting on Mon. at 1 pm 


This is to confirm that we will meet again on Monday at 1 pm (May 3) in 
Patrick’s office. Anne, Donna, and Kim, can you join us? Thanks. 


Karen G. Meister 
Legislative Analyst 
FDA Office of Legislation 
(301) 827-0101 
(301) 827-1955 fax 


Tab 64 


i 
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Doyle, Thomas 


^om: Setigman, Pau! 

;nt: Tuesday, February 10. 2004 1:44 PM Tab 65 

j o: Coleman, Horace; Doyle, Thomas 

Subject: Inappropriate Disclosure 


Per my conversation earlier today with Mr. Doyle, I am emailing you both regarding a circumstance in my office which I 
believe may merit further follow up from your office. 

During the course of the preparation for an FDA advisory committee meeting that was held on February 2, 2004, on the 
potential relationship between a risk of suicide in children and the use of anti-depressant drugs in a class called selective 
serotonin reuptake inhibitors (SSRls), I believe that an inappropriate disclosure of sensitive information may have occurred 
to a reporter working for the San Francisco Chronicle. 

This disclosure resulted in staff members in the Office of Drug Safety being called at home on evenings and weekends by 
the reporter, and the publication of information In the Chronicle on February 1*' that was not publicly available. 

The article (attached) cites unnamed FDA sources and includes the following statement, “His preliminary analysis, 
according to two FDA sources familiar with the report's contents, concluded ffiat there was an increased risk of suicidal 
behavior among children being treated for depression with Paxil and several other antidepressants." 

As the consult upon which this disclosure was based had not been completed, I am concerned that a member or members 
of the staff of the Office of Drug Safety may have inappropriately disclosed information of a sensitive nature. 

I look forward to discussing this matter further with you regarding the best way to proceed. 

Thank you for your consideration. 

"'lu! Seligman, MD, MPH 
.cting Director, Office of Drug Safety 



San Francisco 
Oironlcle Artict... 


1 
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Scientist links antidepressants to suicide in kids 

Rob Waters, Special to the Chronicle 

Sunday, February 1, 2004 

©2004 San Francisco Chronicle | Feedback | FAQ 


URL:sfgate.com/article.cgi?file=/c/a/2004/02/01/MNFDA.TMP 


A scientist at the Food and Drug Administration has been barred from publicly presenting his 
finding that several leading antidepressants may increase the risk of suicidal behaviors among 
children, according to sources inside the FDA. 

FDA medical officer Andrew Mosholder was to present his report Monday at an FDA advisory 
hearing In Washington that promises to be a contentious affair involving competing medical 
experts and parents whose children took their own lives while on the medications. 

A senior FDA official said the study wouldn't be presented because it wasn’t "finalized." But critics 
fear that the agency's action indicates it is not prepared to take stronger action against the drugs, 
despite warnings about their possible effects on children. 

Mosholder had been asked by the agency to perfonn a safety analysis of antidepressants after 
reports emerged this summer of high rates of suicidal behavior among children enrolled in clinical 
trials for Paxil, Effexor and other antidepressants. 

Mosholder, a child psychiatrist, reviewed data from 20 clinical trials involving more than 4,100 
children and eight different antidepressants. His preliminary analysis, according to two FDA 
sources familiar with the report’s contents, concluded that there was an increased risk of suicidal 
behavior among children being treated for depression with Paxil and several other 
antidepressants. 

An initial agenda for Monday's hearing listed Mosholder and his findings, but his presentation was 
removed from a revised agenda, and Mosholder was told that he could not present his findings at 
the hearing, one FDA official, who wished to remain anonymous, told The Chronicle. 

According to the official, in early January, Russell Katz, director of the division of 
neuropharmacological drug products, called Mosholder in for a meeting. "He told him that he was 
sorry, but he wasn't going to be able to present (his report) because he had reached a conclusion 
and therefore was biased," the official said. 

Mosholder declined several requests to be interviewed and was not made available despite 
repeated requests to FDA's press office. Katz was unavailable to comment on the charges. 

In a telephone interview Friday with The Chronicle, Anne Trontell, deputy director of the agency's 
Office of Drug Safety, who is Mosholder's direct supervisor, said the analysis would not be 
presented because it had not yet been approved within her office. 

"The consult on that is not finalized, It's not a final document within the Office of Drug Safety," 
Trontell said. 

However, Trontell said that at Monday's hearing, Mosholder would provide a rundown of reports 
of suicidal behavior received by the agency from doctors and other professionals. 

While Mosholder’s safety analysis report may eventually be completed and made public, some 
FDA insiders fear that withholding it from Monday’s hearing indicates that the agency may be 
siding with the pharmaceutical industry in its long-running battle with critics of antidepressants. 
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'Why is the agency sitting on its hands and acting as if there isn't a risk when their own scientists 
have looked at the data and concluded that there is?" one FDA official remarked. 

The use of antidepressants and other psychiatric medication among children has more than 
tripled in recent years and now approaches adult usage rates, according to a January 2003 study 
in the Archives of Pediatric and Adolescent Medicine. Study author Julie Zito, an associate 
professor of pharmacy and medicine at the University of Maryland, estimates that more than 1 
million American children used antidepressants in 2000, 

Advocates of the drugs argue that they are imperfect but necessary weapons against a rising tide 
of mental illness among children. 

Last month, a task force of the American College of Neuropsychopharmacology released its own 
preliminary review of published studies on antidepressants and suicide and stated it found no 
statistically significant increase in suicide attempts among children taking the drugs. 

"The most likely explanation for the episodes of attempted suicide while taking SSRIs (selective 
serotonin reuptake inhibitors) is the underlying depression, not the SSRIs," said Graham Emsiie, 
a child psychiatrist and researcher at the University of Texas Southwestern Medical Center in 
Dallas. 

But critics, including consumer advocates and mental health professionals contend, based on 
other studies, that the drugs are often ineffective and sometimes dangerous and that the FDA has 
failed to vigorously investigate the risks and protect children's safety. 

'The FDA is shielding the industry," said Vera Sharav, president of the Alliance for Human 
Research Protection, a consumer advocacy group. 

Mosholderis analysis appears to be similar to the conclusions reached by British regulators, who 
told doctors in December to stop prescribing Paxil, Zoloft, Effexor and three other antidepressants 
to children because of an apparent "increased rate of self-harm and suicidal thoughts." 

British regulators took action against Paxil in early June after new data presented to U.S. and 
British authorities showed that children taking the drug were nearly three times as likely to 
consider or attempt suicide as children taking placebos. 

Later that month, the FDA issued a similar warning, urging doctors not to prescribe Paxil to 
children and announced that it would conduct a detailed review of pediatric trials of Paxil. The 
review was subsequently broadened to include seven other antidepressants, including top sellers 
Prozac, Zoloft and Effexor. 

In October, the agency wrote to physicians to "call to (their) attention" reports of suicide among 
children in antidepressant trials. The agency did not, however, urge doctors to stop prescribing 
the drugs. 

Several current and former FDA staff members interviewed by The Chronicle said the dispute 
over Mosholder's report highlights a lack of assertiveness within the agency over safety issues. 
They spoke of a split between the Office of Drug Safety - Mosholder's office - and the FDA's drug- 
reviewing divisions. 

As an example, they cite a hearing last March on a rheumatoid arthritis drug, Arava, which had 
generated numerous reports of adverse effects, including nine deaths, after being approved by 
the FDA. 
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Members of the Office of Drug Safety, who had prepared a 37-page safety report, were present at 
the hearing but were not allowed to speak. A representative of the FDA division that originally 
approved the drug, along with the pharmaceutical company that makes the drug, did most of the 
talking. 

A documentary crew from the PBS series Frontline filmed the meeting and afterward, in the 
hallway, caught up with David Graham, a senior epidemiologist with the Office of Drug Safety. 

The producers had been denied previous requests to interview Graham, but the government 
scientist gave a brief interview without permission. 

"We had a different perspective, and we really weren't given an opportunity to present our side of 
the story," Graham, on camera, told the producers. "And the people who did present, the 
reviewing division and the company, you know, they didn't see a problem. This was a very hostile 
process. And let's just leave it at that." 

Paul Stolley, a professor and former chairman of the department of epidemiology at the University 
of Maryland, spent a sabbatical year as a senior consultant in the Office of Drug Safety in 2000 
and 2001. While there, he recalls, he tussled with agency managers over the safety of Lotronex, 
a drug used to treat irritable bowel syndrome, a chronic but usually not serious disease. 

Stolley said his investigation uncovered high rates of negative side effects, including a number of 
deaths, among patients using the drug and led the company to withdraw the drug from the 
market. 

A few months later, over Stolley's objections, the agency allowed the drug back on the market 
with a “risk management" program aimed at educating patients and doctors about the drug's 
risks. Stolley said he was excluded from internal FDA meetings on the issue. 

"I'm worried about the agency,” he says. "I didn't expect people to think I was right just because I 
was very senior. What I did expect was a vigorous debate and instead of having a vigorous 
debate, they made a policy decision and then excluded me." 

Rob Waters' article, "A Suicide Side Effect? What parents aren't being told about their kids' 
antidepressants," appeared in the Jan. 4 edition of The Chronicle Magazine. (Read it here) E-mail 
Waters at robw001@pacbell.net, 
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Date: 

From: 

Subject: 

To; 


Food and Drug Administration 
Office of Internal Affairs (HFH-560) 


MEMORANDUM 


March 10,2004 Tab 66 

Special Agent in Charge 

Office of Internal Affairs (HFH-560) 

Report of Investigation on the CDER, Office of Drug Safety E-mail, dated 5/10/04 
(OIA Case Control Number ) 

Dr. Paul Seligman, Director, Office of Pharmacoepidemiology & Statistical Science, Center for 
Drug Evaluation and Research (HFD-030) 

Attached is our report of investigation in response to allegations of misconduct reported to the 
Office of Internal Affairs. 

We have provided you a copy of this report for your information. Management review is 
necessary to determine whether personnel action is warranted based upon the facts of the case. 
This report remains the property of the Office of Internal Affairs and should not be 
disseminated without prior approval. It must be returned within 30 days of receipt 

Please advise OIA of your decision regarding the necessity for and details of any administrative 
. actions taken based upon the results of this investigation. 

If you have any questions, please contact SA ' at (301) 827-0243. The 

cooperation and courtesies extended to my staff during the investigation are appreciated. 


Attachment 




Horace L. Coleman 


Cc; 
Chron 
Case File 
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Food and Drug Administration 
Office of Internal Affairs (HFH-560) 


MEMORANDUM 


Date: March 10,2004 


From: 


Subject: 


To; 


Special Agent in Charge 

Office of Interna] Affairs (HFH-560) 

Report of Investigation on the CDER, Office of Drug Safety E-mail, dated 5/10/04 
(OlA Case Control Number •) 

Mr. Michael Shane 

Attorney, Office of Chief Counsel (GCF-1) 


Attached is our report of investigation in response to allegations of misconduct reported to the 
Office of Internal Affaire. 


We have provided you a copy of this report for your information. This report remains the 
propeny of the Office of Internal Affairs and should not be disseminated without prior 
approval. It must be returned within 30 days of receipt. 


If you have any questions, please contact SA at (301) 827-0243. TTie 

cooperation and courtesies extended to my staff during the investigation are appreciated. 




Attachment 


Horace L. Coleman 


Cc: 
Chron 
Case File 
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Food and Drug Administration 
Office of Internal Affairs 


REPORT OF INVESTIGATION 




TITLE: CDER Office of Drug Safety Email CASE NO: 04-OIA-971-043 


TYPE OF CASE: 


97 1 .000 Unauthorized Release of Information 


INVESTIGATION MADE AT: Rockville, MD 
PERIOD COVERED: 02/12/04 to 05/10/04 


INVESTIGATION MADE BY: SA Michael Kurisky and SA Mark McCormack 

REPORTING A GENT: S A Michael Kurisky 

STATUS OF CASE: ( ) CONT’INUING INVESTIGATION 
( ) SIGNIFICANT DEVELOPMENT 
( ) PENDING ADMINISTRATIVE ACTION 
( ) PENDING JUDICIAL ACTION 
( ) REFERRAL TO ANOTHER AGENCY 



Michael J. Kurisky Horace L. Coleman 

Special Agent Special Agent in Charge 


If >ft If: If: 4; 9); « jf: « 9K ak « =*<**** tic »*»«»*»»»* 4: *»**>«<* Ifc if: 9K *** i*! * >!• 9t> * 

RESTRICTED INFORMATION 

This report is furnished on an official need-to-know basis and must be protected from dissemination which might 
compromise the best interests of the Food and Drug Administration, Office of Internal Affairs. This report shall not 
be released in response to a Freedom of Information Act or Privacy Act request or disseminated to other parties 
without prior consultation with the FDA Office of Internal Affairs. UNAUTHORIZED RELEASE MAY RESULT IN 
CRIMINAL PROSECUTION. 


DISTRIBUTION; 

OlA: Orig&lcc 

Ms. Cindy Lepson, Deputy Director, Employee and Labor Relations Branch: Icc 

Dr. Paul Seligman, Director, Office of Pharmacoepidemiology & Statistical Science, Center 

for Drug Evaluation and Research: Icc 

Mr. Michael Shane, Attorney, Office of Chief Counsel: Icc 



467 


04-O1A-97 1-043 
Page 2 


1. INTRODUCTION: 

This case originated on 02/10/04 based on a telephone call from Dr. Paul Seligman, Director - Office of 
Pharmacoepidemiology & Statistical Science, Center for Drug Evaluation and Research, 5600 Fishers 
Lane, Room 15B03, Rockville, MD, 301-827-3219. Dr. Seligman alleged that while preparing for a 
FDA Advisory Committee meeting held on February 2, 2004 that discussed the potential relationship 
between the risk of suicide in children and the use of anti-depressant drugs in a class called selective 
serotonin reuptake inhibitors (SSRi’s), an FDA employee might have made an inappropriate disclosure 
of sensitive information to a newspaper reporter from the San Francisco Chronicle; Rob Waters. This 
incident resulted in FDA employees being contacted at home by the reporter and the publication of 
information in the Chronicle newspaper that was not publicly available: 

2. SYNOPSIS: 

Interviews have been conducted with all known FDA employees who were contacted by Waters. 
Investigation has revealed that there does not appear to have been any release of any proprietary or 
sensitive data. 

Case is closed. 

3. DETAILS OF INVESTIGATION: 

Background 


In May 2003, the Center for Drug Evaluation and Research’s Division of Neuropharmacological Drug 
Products (DNDP) had received some new data analysis from GlaxoSmithKline (GSK) indicating an 
increase in suicidal thoughts and behaviors with paroxetine (Paxil) compared to the placebo in pediatric 
clinical trials. In June 2003, Dr. Andrew Mosholder was selected to analyze and interpret this data. 
DNDP eventually decided to request data from 22 short-term placebo controlled trials involving 9 
different antidepressant drugs* to see if there appeared to be an increase in suicidality in those 
individuals taking the drugs. 

In September 2003, Mosholder had completed the analysis of the paroxetine data and a preliminary 
analysis of the data on the other antidepressant drugs. These finding were presented at a CDER 
Regulatory Briefing for upper level management on September 16, 2003. During this meeting, the issue 
was brought up that some of the acts identified during the trials as suicidal behavior/ideations might not 
actually truly be that type of behavior, but rather self-mutilation behavior which is common in today’s 
adolescents. 

In October 2003, the decision was made within DNDP that all of the possible suicidal events in these 
trials should be re-classified by outside experts in suicidology. 


• Drugs included paroxetine, sertraline, venlafaxlne, fluoxetine, fluvoxamlne, citalopram, nefazodone, mirtazapine 
and bupropion. 
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On October 31, 2003, The Federal Register contained the announcement that “The 
Psychopharmacologic Drugs Advisory Committee and the Pediatric Subcommittee of the Anti-Infective 
Drugs Advisory Committee will discuss reports of the occurrence of suicidality in clinical trials for 
various antidepressant drugs in pediatric patients with major depressive disorder (MDD). This meeting 
was the one that took place on February 2, 2004. 

In December 2003, the United Kingdom’s Medicines and Healthcare products Regulatory Agency 
issued a statement that only fluoxetine (Prozac) was the only antidepressant shown to have a favorable 
balance of risks and benefits for the treatment of MDD in individuals less than 18 years of age. 

On December 18, 2003, a planning meeting was held lo prepare for the Advisory Committee meeting 
scheduled on February 2, 2004. A draft agenda for the February 2, 2004 meeting included a 45 minute 
presentation by Dr. Mosholder entitled “Limited Overview of Paxil Controlled Trials and Controlled 
Trials of Other Antidepressants.” This presentation included Mosholder’s finding that “suicidal events 
designated as “serious” in pediatric clinical trials for major depressive disorder were 1.9 times more 
frequent with antidepressant drug treatment then with placebo.” According to Mosholder, at a 
subsequent planning session, an agenda entitled “Proposed Agenda for February 2 as Revised by T. 
Laughren, 12/30/03” was distributed that did not include Mosholder’s presentation. 

On January 6, 2004, Mosholder was contacted by Dr. Russell Katz, Director of DNDP, and was told that 
he would not be making his presentation at the February 2, 2(X)4 Advisory Committee meeting since he 
had reached a different view of the clinical trial data from that of the DNDP. 

In the early part of January 2004, San Francisco Chronicle reporter Rob Waters contacted five FDA 
employees within the Office of Drug Safety at their residences in regards to the study into the possible 
relationship between adolescents on antidepressants and an increased risk of suicide. 

On February 1, 2004, an article entitled "Drug Report barred by the FDA - Scientist links 
antidepressants to suicide in kids’\ written by Rob Waters, was published in the San Francisco 
Chronicle. 

On February 2, 2004, the Psychopharmacologic Drugs Advisory Committee with the Pediatric 
Subcommittee of the Anti-Infective Drugs Advisory Committee met at the Holiday Inn, Bethesda, 
Maryland. A review of the transcripts ('www.fda.2Ov/ohrms/dockets/ac/04/transcripts/4Q06Tl.htm'} 
from this meeting show that Dr. Mosholder made a presentation in regards to the Office of Drug 
Safety’s Data Resources for the Study of Suicidal Events, but did not present any findings in regards to 
his review of the data examined in 2003. At the beginning of the Advisory Committee meeting Dr. 
R ussell Katz, Director of the DNDP stated the following: 

‘‘It should be noted that this view of the data has not been a unanimous one among Agency staff. 
Some within the Agency have examined the data and concluded that the data, as currently 
submitted, do permit definitive analysis and that these analysis support the conclusion that this 
class of drugs is associated with a risk of suicidal behavior in pediatric patients. 

However, the staff of the Neuropharmacological Drugs Division has examined the individual 
cases revorted hv the snnnsor.s that allecedlv renresent suicidal hehnvinr and wp. arp rnnvmced 
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that the categorization of these events, as performed idiosyncratically by the individual sponsors, 
is not entirely reliable. ’’ 

Investigation 


On February 10, 2004, Dr. Paul Seligman contacted the Office of Internal Affairs Special Agent in 
Charge; Thomas P. Doyle, via telephone, to discuss his concern over the possibility that an FDA 
employee had disclosed sensitive information to Waters. 

On February 19, 2004, SA Kurisky inten’iewed Dr. Seligman at his office, Rm. 15B03, Parklawn 
building. The purpose of this meeting was to obtain more details in regards to the allegations. Seligman 
advised that after January 6, 2004, five employees within the Office of Drug Safety had been called at 
home by Waters. The five employees were identified as Andrew Mosholder, Mary Willy, Anne 
Trontell, Evelyn Farinas, and Renan Bonnel. Seligman indicated that Mosholder had been pulled from 
presenting because his findings were different from that of the Advisory Committee. He further 
indicated that there had been at least one prior incident of information being released to the press prior to 
an Advisory Committee meeting. When questioned as to whom he thought might have made this 
disclosure, Seligman indicated that FDA employee David Graham had been very vocal in the past in 
regards to scientist findings being suppressed. Seligman also stated that Russell Katz was the individual 
who made the decision that Mosholder’s views were not concurrent with the comn-iittees. 

On March 2, 2004, Andrew Mosholder was contacted and requested to come to the Office of Interna! 
Affairs for an interview the following day. On March 3, 2004, Mosholder appeared at the office for an 
interview. Also present was National Treasury Employees Union representative Stefan Monica. 
Mosholder was provided and signed a Statement of Rights and Obligations (Attachment 1). During the 
interview, Mosholder was advised of the protections afforded by the Whistleblower Protection Act in 
regards to disclosures of information made by employees that they reasonably believe evidences a 
substantial or specific danger to public health or safety. Mosholder was further advised that if he had 
made disclosures the interview would be terminated in order to protect his rights under the law. In 
response to questions presented by SA Kurisky, Mosholder provided an overview of his involvement in 
this study to include when and why he was selected to review this data, when he had come to his 
preliminary and final conclusions, when and why he was pulled from making the presentation at the 
advisory committee meeting as well as a discussion of his contacts with Waters. During this interview, 
Mosholder was told that he was not a suspect, based on his full disclosure of his contacts with Waters to 
include a January 27, 2004 e-mail addressed to Anne Trontell, Mark Avigan and Mary Willy that 
disclosed a letter from Waters to Mosholder (Attachment 2). It was also learned during this interview 
that Mosholder was contacted on his unlisted home telephone number. Mosholder was given the 
opportunity to prepare a written statement over the course of several days in order to be both thorough 
and accurate. Mosholder signed this statement on March IS* 2004 (Attachment 3). 

On March 15, 2004, Evelyn Farinas was interviewed at her office located in Room 15B18 of the 
Parklawn building. Present for this interview was National Treasury Employees Union Representative 
Michael Theodorakis. Farinas was provided and signed a Statement of Rights and Obligations 
(Attachment 4). In response to questions presented by SA Kurisky, Farinas discussed her position and 
duties with the FDA, her contacts with Waters and her involvement with Mosholder's study. Farinas 
indicated that she was not involved in Mosholder’s study and that she thought Waters was calling in 
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regards to a previous consult she was assigned that involved the drag mifepristone (RU-486). Farinas 
instructed Waters to contact her only at work and notified her supervisor the following day. Farinas was 
given the opportunity to prepare a written statement over the course of several days in order to be both 
thorough and accurate. She signed this statement on March 23rd, 2004 (Attachment 5). 

On March 23, 2004, Mary Willy was interviewed at her office located in Room 15B18 of the Parklawn 
building. Willy was provided and signed a Statement of Rights and Obligations (Attachment 6). Willy 
was Mosholder’s Team Leader in the Division of Drug Risk Evaluation (DDRE) and was responsible 
for assigning the various consults to epidemiologists within DDRE and monitoring the progress of these 
assignments. Willy viewed Mosholder as a very competent worker requiring very little supervision. 
Willy was in agreement with Mosholder’s findings in regards to the risk associated with the use of 
antidepressants in adolescents with MDD. Willy also discussed her brief telephone conversation with a 
reporter at her house in early January. Willy was given the opportunity to prepare a written statement 
over the course of several days in order to be both thorough and accurate. She signed this written 
statement (Attachment 7) on April 6, 2(X)4. 

On April 16, 2004, Dr. Russell Katz was interviewed at the Office of Internal Affairs. Katz was 
provided and signed a Statement of Rights and Obligations (Attachment 8). The purpose of this 
interview was to establish why Mosholder had been prevent from presenting his findings at the February 
2, 2004 Advisory Committee meeting. Katz discussed why Mosholder had been chosen to review that 
Paxil data and then the reasons for expanding the review to include other SSRI’s. As the study 
progressed, it was found that there was no uniformity among the drug companies as to the behaviors 
they classified as suicidal. Katz indicated that he and others on the Advisory Committee felt that many 
things labeled as suicidal behavior were not truly suicidal acts. Katz advised that in September 2003 
there was a regulatory briefing in which this issue was discussed. At this meeting, Katz advised that it 
was decided to bring in outside experts (from Columbia University) to review the data and determine if 
the behaviors could truly be classified as a suicidal event. Katz also discussed his conversation with 
Mosholder in January 2004, when he was informed that he would not be presenting his findings at the 
Advisory Committee meeting. Katz was given the opportunity to prepare a written statement over the 
course of several days in order to be both thorough and accurate. He signed this written statement 
(Attachment 9) on May 6, 2004. 

On April 19, 2004, SA Kurisky left a message with Dr. David Graham in regards to providing a 
statement about his knowledge of any unauthorized disclosures regarding Mosholder being pulled from 
presenting his data at the'Advisoiy Committee meeting. On the same day, SA Kurisky received a call 
from Tom Devine, Legal Director of the Government Accountability Project (202-408-0034 xl24). 
According to the organizations website f www.whistleblower.orE') . the Government Accountability 
Project’s mission is to protect the public interest by promoting government and corporate accountability 
through advancing occupational free speech and ethical conduct, defending whistleblowers, and 
empowering citizen activists. Devine indicated that he was calling on behalf of Graham. After 
verifying with Graham that Devine was calling on his behalf, SA Kurisky informed him as to the nature 
of this investigation. Devine was informed that Internal Affairs was trying to determine several things. 
First; if classified or proprietary data had been disclosed, second; if someone had released personal 
information about FDA employees (i.e. Mosholder’s unlisted telephone number) and third; why 
Mosholder had been pulled from presenting his finding at the Advisory Committee meeting. Devine 
recited numerous US Codes and statutes to include 5 USC §2302(b)(8) and Section 620 of the 
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Consolidated Appropriations Act, 2004, (Public Law 108-199, signed 01/23/04), that would protect any 
individual who might have disclosed to the media that Mosholder had been prevented from presenting 
his findings at the Advisory Committee meeting. Furthermore, Devine indicated that 5 USC §2302 has 
no restriction on the avenue in which the disclosure is made, thereby allowing disclosure to the media. 
Devine was requested to send over all relevant statutes for further review by the FDA’s Office of Chief 
Counsel. 

On April 22, 2004, Devine faxed over the requested documents which were forwarded to Michael Shane 
in the Office of Chief Counsel for review. 

On April 26, 2004, SA Kurisky spoke to Michael Shane. Shane indicated that if the material released to 
the reporter was not classified or proprietary, then the individual who released the information would 
have protections under the Whistleblower Protection Act. Shane was informed that to date; no evidence 
had been uncovered to show that the information released was classified or proprietary in nature. 

On April 26, 2004, Dr. Anne Tronlell was interviewed at her office in Room 15B-33 of the ParkJawn 
building. Trontell is the Deputy Director of the Office of Drug Safety. Trontell discussed her phone 
conversation with Waters that occurred at her residence on the morning of Saturday, January 10, 2004. 
Trontell was given the opportunity to prepare a written statement over the course of several days in 
order to be both thorough and accurate. She signed this written statement (Attachment 10) on May 10, 
2004. 

On April 28, 2004, Renan Bonnel appeared at the Office of Internal Affairs to sign her written statement 
(Attachment 11) that discussed henelephone conversation with Waters that occurred in January 2004. 

On May 3, 2004, SA Kurisky and Internal Affairs Special Agent in Charge Horace Coleman met with 
Dr. Paul Seligman to discuss our findings in this investigation. 

Conclusions 

After speaking to all individuals who were contacted at home by Waters and a review of the articles 
written by Waters, no evidence was found indicating that classified or proprietary jnfonnation from the 
FDA was released. Furthermore, according to BonnePs statement, Waters had said that he had received 
an anonymous phone message stating that the FDA was not handling the safety information of 
antidepressants in children properly for the preparation of the Advisory Committee meeting in the 
coming weeks. 

In regards to the release of a FDA employee’s unlisted telephone number, investigation showed that this 
number could easily be obtained through any number of fee based information services. An intelligence 
research specialist from the Investigative Analysis Branch was asked to try and find as much 
information about Andrew Mosholder as possible using only his name. A query with the Aulotrack 
database provided Mosholder’s unlisted home number and address. These information services are not 
restricted to law enforcement and often subscribe to by media organizations. 

Fin^Jly, the decision to have the data further reviewed by specialists at Columbia University was 
something that had been discussed as early as September 2003. The fact that some scientists at the FDA 
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did believe there was an increased risk of suicide among adolescents taking these SSRI’s was mentioned 
at the February 2 Advisory Committee meeting. As the Director of the Division of 
Neuropharmacological Drug Products, Katz did have the final say so in whether or not Mosholder’s 
findings would be presented. However, he felt that Mosholder had based his findings on data that was 
not accurately coded during the clinical trials. 

Case is closed. 

4. OTHER INVESTIGATIONS: 


None 

5. JUDICIAL/ADMINISTRATIVE ACTION: 

None 

6. DISPOSITION OF EVIDENCE, CONTRABAND, AND PERSONAL PROPERTY: 

None 

7. DISPOSITION STATUS: 

Case is closed 

8. INFORMATION TO BE INDEXED: 

None 

9. ATTACHMENTS: 

No. Description 

1 . ) Statement of Rights and Obligations, dated 3/3/04, signed by Andrew Mosholder 

2. ) E-mail from Mosholder to Trontell, dated 1/27/04, with attached letter from Waters 

3. ) Statement of Andrew Mosholder, dated 03/15/04 

4. ) Statement of Rights and Obligations, dated 03/15/04, signed by Evelyn Farinas 

5. ) Statement of Evelyn Farinas, dated 03/23/04 

6. ) Statement of Rights and Obligations, dated 03/23/04, signed by Mary Willy 

.7.) Statement of Mary Willy, dated 04/06/04 

8. ) Statement of Rights and Obligations, dated 4/16/04, signed by Russell Katz 

9. ) Statement of Russell Katz, dated 5/6/04 

10. ) Statement of Anne Trontell, dated 5/10/04 

1 1 . ) Statement of Renan Bonnel, dated 04/28/04 

The originals of the attachments are being maintained by the FDA Office of Internal Affairs, 
Rockville, MD. 
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WRITTEN STATEMENT 


Tab 67 


I, Andrew D. Mosholder, provide the following statement at the request of Special Agent, 
Michael J. Kurisky of the FDA Office of Internal Affairs; 

I am a licensed physician and board certified in child and adolescent psychiatry. I 
obtained my medical degree fi-om the University of Virginia. I also have a Master of 
Public Health degree from Johns Hopkins University. 

I am currently employed by the U.S. Food and Drug Administration and have been so 
employed since 1992. During my employment, I have been a medical officer with the 
Center for Drug Evaluation and Research (CDER) for almost twelve years. For about the 
past 14 months 1 have worked as an epidemiologist in the Division of Drug Risk 
Evaluation, Office of Drug Safety (ODS). Prior to that, I was a medical officer in 
CDER’s Division of Neuropharmacological Drug Products (DNDP) for over 10 years. 

My selection for the review of the pediatric suicidality data for antidepressant drugs 
occurred as follows: As a medical officer in DNDP, I reviewed a number of submissions 
of pediatric data for antidepressant drugs, including pediatric data submitted for Paxil 
(paroxetine), manufactured by GlaxoSmithKline (GSK). In May of 2003, after I had 
transferred to ODS, DNDP received new data analyses from GSK, indicating an increase 
in suicidal thoughts and behaviors with paroxetine compared to placebo in pediatric 
clinical trials. On June 2, 2003, Dr. Russell Katz, the Director of DNDP, sent me an 
email, in which he said, “Given your history with this application and this general issue, 
we think you would be the right person to help us think about the best way to approach 
the data in the other NDAs (and their sponsors), as well as to provide ideas for farther 
sources of potentially relevant data. ...” A consultation request from DNDP to ODS 
signed June 6, 2003 byg Dr. Katz stated: “Since the original review of the Paxil 
supplement, as well as the reviews of most other pediatric supplements for SSRIs, was 
done by Andrew Mosholder, M.D,. . .we ask that this consult be assigned to him. We 
seek his advice on farther analysis and interpretation of the Paxil results, as well as more 
general advice on what might be done to re-evaluate the risk of suicidality in the pediatric 
databases for other SSRJs. ...” 

My managers in ODS agreed to Dr. Katz’ request and assigned me to this consultation on 
June 9, 2003. To determine whether the apparent increase in suicidal events applies to 
pediatric use of other antidepressant drugs as well, I started to review the pediatric data 
for other antidepressant drugs. DNDP ultimately decided that the best way to proceed 
would be to ask the sponsors of other antidepressant drugs to reproduce GSK’s analysis 
of suicidal events for Paxil, with each sponsor applying the same method to their own 
pediatric trial databases. In July of 2003, DNDP sent requests for such analyses to other 
antidepressant drug sponsors. 

By September of 2003, 1 had completed an analysis of the paroxetine data and a 
preliminary analysis of pediatric data on seven other antidepressant drags. At the request 
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of management, I presented these analyses at a CDER Regulatory Briefing for upper 
level management on September 16, 2003. During the briefing, I presented the 
paroxetine pediatric data, along with preliminary findings for other antidepressant drags. 
As noted in the briefing minutes, there was discussion about the clinical significance of 
some of the events in the analysis: “We need to get a better sense of what the events from 
these studies really are, i.e., are they legitimate, suicide-associated thoughts/actions or 
self-mutilation acts that are becoming increasingly common in the adolescent population 
today and are not generally associated with a sincere intent to die.” The day following 
the regulatory briefing, Dr. Katz thanked me by email: “I just wanted to thank you for a 
superb presentation (not to mention all the work that went into it). I believe everyone 
was duly impressed, as they should have been. What the next step is, I don't know yet, 
but we'll probably get together soon to figure it out.” 

The Federal Register on October 31, 2003 contained this announcement to the public: 
“The Psychopharmacologic Drugs Advisory Committee and the Pediatric Subcommittee 
of the Anti-Infective Drugs Advisory Committee will discuss reports of the occurrence of 
suicidality (both suicidal ideation and suicide attempts) in clinical trials for various 
antidepressant drags in pediatric patients with major depressive disorder (MDD). The 
committee will consider optimal approaches to the analysis of data fi'om these trials, and 
the results of analyses conducted to date, with regard to the question of what regulatory 
action may be needed pertinent to the clinical use of these products in pediatric patients. 
The committee will also consider further research needs to address questions on this 
topic.” 

As DNDP received responses from the other manufacturers to the July information 
requests, those responses were forwarded to me for review. I then worked on my 
analysis of these responses over the next couple of months and completed the first written 
draft of my results in December of 2003. (This document has since been revised, and has 
not yet received supervisory sign-off in ODS.) 

DNDP apparently was reaching a conclusion that the responses fi'om the sponsors to the 
July requests were not going to be adequate for a definitive analysis. In October of 2003, 
DNDP sent requests to the manufacturers asking for patient level data sets, to permit a 
more sophisticated statistical analysis than what I could accomplish using only the 
responses to the July requests. DNDP also decided that all of the possible suicidal events 
in these trials should be reclassified by outside experts in suicidology. 

On December 1 0, 2003, the U.K.’s Medicines and Healthcare products Regulatory 
Agency issued their statement, “Use of Selective Serotonin Reuptake Inhibitors (SSRIs) 
in children and adolescents with major depressive disorder (MDD) - only fluoxetine 
(Prozac) shown to have a favourable balance of risks and benefits for the treatment of 
MDD in the under 1 8s.” 

On December IS, 2003, we had one of our planning meetings for the February 2 advisory 
committee meeting. A draft agenda distributed for the December 1 8 planning meeting 
included a 45-minute presentation by me entitled, “Limited Overview of Paxil Controlled 
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Trials and Controlled Trials of Other Antidepressants.” At that meeting, I shared a 
proposed outline of my presentation, which included my finding that suicidal events 
designated as “serious” in pediatric clinical trials for major depressive disorder were 1 .9 
times more frequent with antidepressant drug treatment than with placebo, and that this 
was statistically significant. 1 recall some discussion of the pros and cons of my analysis. 

At a subsequent planning session for the February 2 meeting, an agenda entitled 
“Proposed Agenda for February 2 As Revised by T. Laughren, 12/30/03,” was 
distributed. It did not include my clinical trial data presentation. 

On January 6, 2004, Dr. Katz sent me an email asking to speak with me by phone 
regarding my presentation at the February 2 Advisory Committee meeting. In our 
subsequent telephone conversation on that date, he told me that someone else would 
present the clinical trial data at the February 2 Advisory Committee meeting since I had 
reached a different view of the clinical trial data from that of DNDP. On January 7, 

2004, 1 sent an email to the team members planning the February 2 meeting, confirming 
that I would not be giving the presentation as originally planned and attaching a draft of 
my slides for their use and interest. 

On January 12, 2004, the Agency issued a Federal Register notice with a revised agenda 
for the February 2 meeting. The notice stated, “The committee will not be considering 
options for definitive regulatory action at this meeting because definitive analyses of the 
data have not been completed. This topic will be covered in a second meeting to be 
scheduled by summer 2004.” 

I cannot pinpoint when I first learned that a reporter was interested in the project, but I 
believe I first heard of a reporter making inquiries about this project around mid-January. 
I also recall that some of my co-workers mentioned such contacts. To the best of my 
recollection, those employees were Syed Rizwanuddin Ahmad, Renan Boimel, Evelyn 
Farinas, Kate Gelperin, David J. Graham, Rita Ouellet-Hellstrom, Aime Trontell, and 
Mary Willy, although there may have been others that I do not recall. 

I believe that my first contact from Mr. Rob Waters was on January 22, 2004. Mr. 

Waters telephoned me at the office to ask to interview me about my work on the issue of 
pediatric use of antidepressant drugs. I told him that I was not interested in being 
interviewed unless it was approved through our Public Affairs office. I did inform him 
of the upcoming advisory committee meeting, referred him to the agency’s Public Affairs 
office, and then notified my managers and our Public Affairs office by email of his 
telephone call. 

On January 27, 2004, 1 received (at my home address in West Virginia) a letter from Mr. 
Waters by FedEx, in which he asked me to reconsider speaking to him about this project, 
independently of the agency’s Public Affairs office. I believe I sent Mr. Waters an e-mail 
from my home email account, telling him that I had no comment and I again ask him to 
contact the Public Affairs office. I unfortunately did not keep a copy of the e-mail since I 
did not view his contact of me as important. 
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On or around January 29, 2004, 1 received another telephone call from Mr. Waters, 
asking me to review his story on this issue to make sure that it was factual. Mr. Waters 
did not send me his proposed article. I informed my Division Director of the contact and, 
at the direction of my Division Director, I emailed Mr. Waters to suggest that he contact 
the Public Affairs office for Agency comments on the story. Mr. Waters replied by email 
to say he was not thinking of sending the entire story, but that he would consider my 
suggestion. 

After the story ran on February 1, 2004 in the San Francisco Chronicle, 1 sent Mr. Waters 
an email thanking him for properly reporting that I declined to provide any information 
for his article, and I believe he sent a reply asking if I had any comments about the 
article. I met Mr. Waters in person at the February 2 Advisory Committee meeting, where 
I was one of the presenters (although not as to my findings from the analysis in question). 
I again thanked him for respecting my rejection of his requests. I may have sent him 
another email suggesting he could have emphasized the information posted on the British 
regulatory agency’s web site, which 1 felt should have been more of a focus for his 
article, but I cannot recall the exact timing of that email. Following the February 2 
Advisory Committee meeting, I went on leave to assist my wife, who was hospitalized 
for a surgical procedure February 3. 

In summary, I kept the agency informed of my contacts from Mr. Waters. In responding 
to contacts from Mr. Waters, I did not provide Mr. Waters with any information that was 
not public. I did not share my conclusions from my analysis with him. 

I understand that this statement is part of the Office of Internal Affairs investigation and I 
have been informed that I may be subject to disciplinary proceedings as a result of my 
statement. 


I have read the above statement consisting of 4 pages and represent that the statement 
made by me is true and accurate to the best of my knowledge and belief 


Signed and affirmed to before me this 

Special Agent/Date 7 
FDA, Office of Internal Affairs 


A - - 

Signature 

day of , ^ 00 ^ . 

Authority to administer oaths: 

Title 5, U.S. Code, Section 303 


Witness/Date 
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WRITTEN STATEMENT 


Tab 68 


I, Russell Katz, employed at the Food and Drug Administration, make the following 
statement freely and voluntarily: 

This statement describes my understanding of the Agency's review of possibly suicide 
related events in children and adolescents treated with antidepressant drugs, and in 
particular to events related to a review of these data by Dr. Andrew Mosholder of the 
Office of Drug Safety (ODS) and reports in the media that the Agency suppressed Dr. 
Mosholder's presentation at a meeting of the Psychiatric Drugs Advisory Committee on 
February 2, 2004. 

The relevant events date back to 2002, when Dr. Mosholder, then a medical reviewer in 
the Division of Neuropharmacological Drug Products (DNDP; I was then, and am now, 
the director of that division), was the primary reviewer of the new drug application for 
Paxil (paroxetine) for use in children and adolescents with depression. Dr. Mosholder 
noticed that a number of adverse events that appeared to be possibly suicide related were 
categorized by the sponsor, SmithKline, as "emotional lability", a classification that 
seemed unusual. In a letter to the sponsor, the division asked the sponsor to fiirther 
clarify these events, and to explain why they had made this particular classification. 

The next relevant event occurred at the end of May, 2003, when we received a phone call 
from the UK regulatory agency, asking us our opinion of the increased signal for possibly 
suicide related events with Paxil. As it turned out, the sponsor had submitted a report to 
the UK (unbeknownst to us) in which they had detemined (based on analyses they did in 
response to our request) that there was an increase in the incidence of these events on 
drug compared to placebo. The sponsor soon thereafter submitted a response to our 
letter, in which they reported this increased incidence of possibly suicide-related events. 
After an initial review of their analyses, we asked other sponsors of antidepressant drug 
trials in pediatric patients to submit similar analyses. 

When the data from the other sponsors came into the Agency, we decided that Dr. 
Mosholder should review these data, although by this time, he was a reviewer in ODS. 

Dr. Mosholder had been the primary reviewer for many of these applications when he 
was employed in DNDP, and we agreed that he would be the appropriate reviewer for 
these data. 

While Dr.. Mosholder was the primary reviewer of the suicide data, others in our division 
continued to examine the data as well. As we examined the data closely over time, it 
became clear to us, and to others in the Agency, that the idiosyncratic classification of 
behaviors performed by the sponsors called into question the reliability of the analyses as 
presented by the various sponsors. For example, one sponsor classified as a possibly 
suicide related event an event in which a young girl slapped herself in the head. On 
multiple occasions, sponsors classified behaviors characterized by superficial cutting of 
the skin as possibly suicide related. It was clear to us, as well as to others in the Agency, 
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that these behaviors, as well as some others, were clearly not suicide related, despite the 
sponsors' reporting them as such. Meanwhile, although these questions about the validity 
of the sponsors' characterizations of these behaviors were becoming obvious and were 
being discussed widely at several meetings. Dr. Mosholder continued to perform his 
analyses based on the events as categorized by the sponsors. His preliminary analyses 
demonstrated an increase in the incidence of possibly suicide-related events on the drugs 
compared to placebo (he analyzed the individual drugs and also performed analyses in 
which he combined the data from all of the drugs). His preliminary analyses were 
discussed at a meeting with the Director of the Office of New Drugs as well as other high 
ranking members of OND in September, 2003; at that meeting, the unreliable 
classifications of events as performed by the sponsors was also discussed, and the 
suggestion was made that the Agency should ask a group of outside experts to re-classify 
the events based on a blinded examination of the descriptions of the actual behaviors in 
the patients as reported by the investigators (a suggestion that we ultimately took; that 
effort is currently on-going). Despite these serious reservations about the reliability of 
the events as reported by the sponsors. Dr. Mosholder continued to perform his analyses 
relying on the sponsor classifications. 

The Agency decided to discuss our continuing analyses and our plans for future analyses 
in a combined public meeting of the Psychopharmacologic Drugs Advisory Committee 
and the Pediatric Sub-committee of the Anti-Infective Drugs Advisory Committee. There 
was wide agreement within the Agency that we were not in a position to present 
definitive analyses of the data primarily for the reasons stated; that is, we did not believe 
that (some, perhaps large, proportion of) the events the sponsors called possibly suicide 
related were actually suicide related, and that definitive analyses must await an objective 
re-classification of these events (as noted, this is currently being done by a group of 
international experts, coordinated by Columbia University). Indeed, the Federal Register 
notice announcing the meeting explicitly stated that we would not present definitive 
results, because definitive analyses had not been performed. 

Dr. Mosholder had originally been on a preliminary agenda for the meeting; he was to 
present his analyses. However, as it became increasingly clear that his analyses relied on 
the events as classified by the sponsors, it became increasingly clear that his conclusion, 
which he considered at that point essentially definitive, was not supported by the data. At 
a meeting in late December, 2003, attended by Dr. John Jenkins, Director of the Office of 
New Drugs, Dr. Robert Temple, Director of the Office of Medical Policy, Jane Axelrad 
of the Office of Regulatory Policy, Dr. Thomas Laughren, Psychiatric Drugs Team 
Leader of DNDP, and myself, there was unanimous agreement that Dr. Mosholder should 
not present these analyses at the meeting, because we agreed that it would be misleading 
to have an Agency representative present definitive analyses, given that the division 
responsible for this drug (DNDP) as well as essentially all other Agency officials (listed 
above, as well as others) concluded that definitive analyses could not be performed at that 
time. 

Shortly thereafter, in early January, 2004, 1 called Dr. Mosholder and informed him that 
he could not present the results of his analyses at the meeting, because he had reached a 
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definitive decision (he agreed that he had reached a conclusion) and we in the division, as 
well as the Center hierarchy, concluded that definitive analyses were not possible at that 
time. I informed Dr. Mosholder that when definitive analyses had been performed, they 
would be presented at another public Advisory Committee meeting, and if, at that time. 
Dr. Mosholder still felt his analyses were supportable (and they differed from those to be 
yet done by the Agency with the re-classified data), he would be given the opportunity to 
present his results at such a meeting. When I told Dr. Mosholder about our reservations 
about the data as presented by the sponsor and the fact that we were going to wait until 
we got the re-classified data from Columbia before we performed definitive analyses, he 
stated that he was confident that these analyses would confirm his analyses. I did not ask 
him how he knew that this would be the case. 

I became aware that the press had found out about the decision to not permit Dr. 
Mosholder to present his analyses at the meeting the morning of the meeting, February 2, 
2004. That morning, I was told by numerous people that the San Francisco Chronicle 
had reported the story the day before (in fact. Dr. Mosholder had sent an e-mail the 
previous day [which I had not read before 2/2/04] alerting me to the fact that a story had 
appeared, so that I would not be taken by surprise). Subsequent to this story, there have 
been numerous stories related to this issue (I have been interviewed by numerous 
reporters about this aspect of the story, as well as about the larger issue of antidepressants 
and possible suicide related behaviors in pediatric patients). In addition, I am aware that 
Dr. Mosholder's final review (which was finalized in March, 2004, 1 believe, and which 
comes to the same conclusion as his preliminary review) has also found its way into the 
hands of reporters. 

The Advisory Committees agreed with our view that the data, as currently submitted by 
the sponsors, is unreliable, and they agreed with our plan to have outside experts re- 
classify the cases. At the meeting, Dr. Laughren presented the data as submitted by the 
sponsors (essentially the same numbers on which Dr. Mosholder based his review), and 
pointed out that, when these data are analyzed as submitted by the sponsors, an increased 
incidence of possibly suicide related behaviors on the drugs as compared to placebo, was 
seen (essentially the same results as obtained by Dr. Mosholder). Dr. Laughren pointed 
out, however, that we believed these classifications were unreliable, for the reasons stated 
above. I also stated, in my opening remarks, that there were reviewers in the Agency 
who felt that the data supported definitive analyses and conclusions at that time, but that 
the Agency view was that this was not so, again, for the reasons stated. 

I have no personal knowledge of how the press became aware of our decision to not 
permit Dr. Mosholder to present his conclusions, nor do I have any knowledge of how 
Dr. Mosholder's review was released to the press. I have not been in contact with Dr. 
Mosholder recently, and have not discussed the issue of the "leaking" of our decision or 
his review to the press with him. Subsequent reports in the press allege that one or 
several of Dr. Mosholder’s supervisors asked and/or required him to “soften” his 
conclusions. It is Agency policy and practice that medical reviewers are to arrive at 
independent conclusions based on their review and interpretation of the relevant data. 
Supervisors are not to instruct reviewers to arrive at particular conclusions. I have no 
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knowledge about any of Dr, Mosholder’s supervisors directing him to reach any 
particular conclusions. 


I have read/have had read to me the above statement consisting of i pages, and the 
statement made by me is true and accurate to the best of my knowledge and belief. 

No threats or promises have been made to me and no pressure or coercion of any kind has 
been used against me. 


Signature 


Signed and sworn to before me this 




day of 






Special Agent/Date 

FDA, Office of internal Affairs 


Authority to administer oaths: 
Title 5, U.S. Code, Section 303 
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Tab 69 


Food and Drug Administration 
Office of internal Affairs (HFH-560) 

MEMORANDUM 


Date: June 1 , 2004 

From; Special Agent in Charge 

Office of Internal Affairs (HFH-560) 

Subject; OIA Investigative Reports in Response to Request of Senate Chairman Grassley 

To: Karen Meister 

FDA Office of Legislative Affairs (HFW-14) 

Per your 05/25/04 request I have enclosed three copies (one un-redacted and two 
redacted) of the above described reports. Please let me know if you will need any 
additional items. 


Regards, 


Horace L. Coleman 


Enclosures: (3) 



482 


Date: 

From: 

Subject: 

To: 


May 28, 2004 


Director 

Office of Pharmacoepidemiology and Statistical Science (HFD-030) 


Report on Investigation on the CDER, Office of Drug Safety, dated 
5/10/04 (OlA Case Control Number 04-01^71-043) 

Horace L. Coleman 
Special Agent in Charge 
Office of Internal Affairs (HFH-560j 



Per your cover memo, I am returning the copy of this report that you 
shared with me. 

After carefully and thoroughly reviewing its content and conclusions, I 
have no plans at present to take any administrative actions based upon the 
results of this investigation. 

Thank you for your prompt and careful attention to this matter. In 
particular, I want to commend Special Agent Kurisky for his thorough and 
sensitive handling of the investigation. 



l^aul J. aiigm^ MD, MPH 


Attachment 
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Date: 


From; 


May 14, 2004 


Special Agent Michael Kurisky 
Office of Internal Affairs (HFH-560) 







,-q'^ 


Subject; Memo to Report of Investigation on the CDER, Office of Drug Safety E-mail, dated 5/1 0/04 

To: Official Office File - OlA Case Control Number 04-OIA-971-043 

On today’s date I received a telephone call from Dr, Paul Seligman indicating that he had 
reviewed the Report of Investigation in this case. Dr. Seligman indicated that on page 4 of the 
ROI, the following sentence appeared: 

"Seligman indicated that Mosholder had been pulled from presenting because his 
findings were different from that of the Advisory Committee. ” 

Seligman stated that instead of “Advisory Committee”, the proper term should have been 
“Reviewing Division”. I acknowledged that 1 was in fact referring to the “reviewing division” 
when writing the ROI, but unfortunately used the term “Advisory Committee”. For 
clarification purposes, the Psychopharmacologic Drugs Advisory Committee that met on 
February 2, 2004 was not the group referenced in this sentence, it was the review division 
within the Office of Drug Safety that had come to a different set of findings from Dr. 
Mosholder. 


cc; 

Chron 
Case File 
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05/07/04 

Case Notes: 04-01A-971-043 
Mike, 

Per the Director, I spoke with Dr. Seligman to inquire if he had talked with Dr. Mosholder 
concerning our 05/03/04 debriefing/meeting regarding the status of this case. Dr. Seligman 
responded in the negative, but advised that he did talk to Dr. Mosholder who had expressed some 
concerns regarding changes that OGC and OLA wanted him to make on the statement he wanted 
to present to the Senate Committee (privacy issues and portions of his conversation with Rob 
Waters). Dr. Mosholder was not comfortable with the changes and felt that it changed the flavor 
of his initial statement he previously provided to OlA. 

1 then advised Dr. Seligman of the receipt of information (Pat McGarey - OLA, Donna Katz - 
OGC, and more recently Director Vermillion [via the ACRA]) that Dr. Mosholder believes that 
he is the subject of this investigation (note: I previously advised all concerned parties that you 
and SA McCormack had personally advised the good doctor that he was not the target of this 
case and documented such in the ROI). 

1 reiterated the focus of our investigation to Dr. Seligman and requested that he personally 
contact Dr. Mosholder to assure him of the following facts; 

• Dr. Mosholder was not/is not a target of this investigation 

• OlA’s focus was to determine if there had been any release of proprietary or sensitive 
information 

• To determine through witness interviews (all persons contacted by Waters) if through 
their conversations with Waters if it appeared that he might have had or discussed any 
sensitive FDA data. 

• OlA was satisfied that no evidence was found to indicate that classified or proprietary 
information had been released. 

• OIA is in the process of closing its investigation. 

1 advised Dr. Seligman that 1 would also contact CDER Center Director Steve Galson to advise 
of the above information (note: that Mr. Galson left the office to attend the FDA Awards 
Ceremony. 

1 contacted Director Vermillion, debriefed him on the above facts and requested that he reach out 
to Mr. Galson if possible 
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Cruzan, Susan M 



Mosholder, Andrew D 

It: 

Tuesday, January 27. 2004 6:13 PM 

i o: 

Trontell, Anne E; Avigan, Maii< 1; WHIy, Mary E 

Cc: 

Cruzan, Susan M 

Subject: 

Feb 2 AC meeting/tetter from Rob Waters, freelance reporter 

Heilo ail. 

FYl, 1 received the attached Setter today from Rob Waters, the reporter who writes for the San Francisco Chronicle. (H was 
FedEx-ed to my house.) 

-Andy 

Rob Waters 
letter.pdf 

Tab 70 
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Rob Waters 


1250 Add-on Street^ siiite 211A 
Berkeley, CA 94702 
(510)849-1199 
fax: (510) 540-7197 
email: robw001@pacbell.net 


Dear Dr. Mosholder, 

I understand why you declined to speak with me last week when I phoned you 
and referred me to the press office. Nonetheless, I wanted to appeal to you 
privately one more time and to give you a litUe more backgrotmd on who I am 
and what I do. I've also included copies of some of my articles so you can see my 
work. 

I write a lot about children's health and mental health issues, and have been 
doing so for yeare. I've written several stcries on antidepressant safety for 
chilien and have a fair amount of background on this topic. 

As a journalist (and a parent), I want to find out as much as possible about Qie 
safety of these medications which are b«ng taken by so many childr»i. I want to 
know— and I want the public to know— what the experts who have looked closely 
at issues and have reviewed the data, have learned. You at the FDA are the 

guardians of the public health and the public needs tiie benefit of your 
knowledge and experience. 

I will be coining to Washington to cover the advisory coanmittee hearing, but I 
also want to report on what is now going on at the agency with regards to your 
safety review. I have been told by various sources that you have been working 
on titis review for several months, and tiiat (like the British regulators) you had 
reached a conclusion that these drugs have an unfavorable safety profile with 
children and do seem to be associated with an elevated suicide risk. I was also 
told that you were informed a couple of weeks ago that you would not be 
allowed to present yom findings because you had reached a conclusion and were 
therefore biased, and that you were being pressed to tone down your findings. I 
understand also that your safety review will not be presented to the committee 
and that your expofise and hard work on this issue is essentially being 
discarded and ignored so that a new group of experts at Columbia can now start 
from scratch and review the same data. 

If this is true, I would like to appeal to you to help me get tiie word out I very 
much respect the delicate position you are in and I don't want to get you in 
trouble. I respect the fact tiiat you did what you've been instructed to do by 
referring me to the press office and I have put in a request to be allowed to 
interview you. However, I know from past practice that, in the unlikely event 
they allow you to talk to me, a press officer will probably be on the phone with 
us, monitoring the conversation and steering it when necessary. 

So, 1 am hoping that you will agree to speak witit me on background. That means 
that I would quote your words but not identify you by name or in any way that 
would make it dear that you have spoken wift me. The truth is I feel obligated to 
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do a story on the safety review even if appeal to spealc with you is not 

successful. It would be so much better and more informed if I did have that 
opportunity. We could set up specific ground rules about the things I could 
report and not report so that I wouldn't report anything that was known only to 
you. As you may know, I have called a number of other people from the agency 
at their offices or homes and they have reported my calls to their superiors or to 
the press office. You can obvioudy do the same. No one can prove who spoke to 
me and who did not. 

Of course, if the information I have been given is not true, I very much want to 
know that. I certainly do not want to report anything that is not accurate. If FDA 
management officials ten me my information is inaccurate, I would be highly 
skeptical as to whether it is the truth; if you tell me that, it would be quite 
another thing. 

So, I am hoping you will decide to speak with me and will contact me. You can 
call me at my office (510-849-1199), on my cell phone (510-703-1199) or at home 
(510-549-1188). You can email me at robwOOli^acbell.net . You can fax me at 510- 
540-7197. Can me any time, but I would need to speak with you by Wednesday 
or Thursday. If necessary, I could probably come to Washington early to meet 
you. (I am now planning to come on Sunday.) 

Whatever your decision, I respect tt and wish you the best. 

Sinep^y, ^ 

fm 

Rob Waters ^ 
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FOOD AND DRUG ADMINISTRATION 
DIVISION OF NEUROPHARMACOLOGICALDRUG PRODUCTS (HFD-12a) 

5800 FISHERS LANE 
ROCKVILLE, MARYLAND 20857 
FAXffS (301)594-2858/594-2859 
telecopier COVER SHEET 


NOTE: TWS DOCUMENT E INTENDED ONLY FOR THE USE OF PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 

CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW, If 
you are not the addressee, (T a person authorized to deliver the document to the addressee, 
you are hereby Dotifled that any review, disclosure, disseminatian, copying, or other action 
based on the content of this communication is not authorized. II you have received this 
document ii error, please immediately notily us by telephone at (301) 594-2775 and return it 
to us at the above address by mail, Attn: (HFD-120). Thank you. 


DATE: 15, mi 

TIME: 


PLEASE DELIVER THE FOLLOWING PAGE(S) TO: 
iP'lVVTLft fl. . PL- Q 





FAX # At3--?73- I 
FROM; 

Ilflint S F~- 


Total number of pages, Including cover pageL 
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if you do not receive all pages or have any problems with receiving, call (301) 594-2850. 
MESSAGE-, 
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0301 594 2858 


FDA-miiOPHARM 


(21002 


03/19/88 



OEPAKl MENT OF HEALTH 8i HUMAN SERVICES 


Public Heahh Servic* 


Food and Drug Admininrsdon 
Rockville MD 20857 


19 March 1996 
(301)594-2648 


Martha A. Bnimfield, Ph.D. 
Senica: Associate Director 
Regulatory Afiairs 
Pfizer, Inc. 

235 Hast 42nd Street 
New York. NY 10017-5755 


Dear Dr. Brumfield: 

Rcfcicncc is mwic to NDA 1 9-839. supplement S-W)2, fur Zoloft® (sertraline) Tablets in the 
treatment of OCD mid to the Safety UpdaJe siibmirted on December 7, 1995. 

To Kidress the issue of suicidality, we believe two summary tables would be helpful. One table 
would consist of data fmm the adult OCO safety update and include all compi cted and ongoing 
studies for all treatment groups. The .second t^lewnuld>)e a. similar one for the 
pediaoic/adolescsent database. The columns in these tables should consist of t h e folio wing: 
protocol number, study and paUenl numbers, age, gender, dose at lime of event if sertraline ora 
active control, duration of exposure to therapy prior to event, and a comment seciioa The 
comment section should note, past medical history with respect to depression, drug use. family 
history if known, ty-pc of suicidality (ideation, gesture, attempt, etc.), and outcome with respect 
to patient’s disposition. 

The development of intense self-injuriousideution and/or behavior it children and adolescents 
diagnosed with OCD who received treatment with fluoxetine has been described ( King etal.. J. 
Aftf.Acad Child Adoiesc. Psychiatry 30:2. 179,1991). 

We note that there appears to be an increase frequency of reports of suicidally in the 
pcdiatric/adolcsccm patients exposed to sertraline compared to either placebo or sertraline* 
treated adult OCD patient.v If this is in fact the case what would be a plfluslbte explunwiion? 

Sincerely Y ours. 

/iaines f . lOiudsetL M.D., Ph.D 
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May 28,1996 


Paul Leber, M.D. Director 
Division ofNeuropharmacological 
Drug Products (HFD'120) 

Center for Drug Evaluation & Research 
Office of Drug Evaluation i 
Attn; DOCUMENT ROOM ^lOB-34 
Food and Drug Administration 
5600 Fishers Lane 
Rockville, Maryland 20857 


Regulatory Affairs Di' 
Pfizer Inc 

235 Easl 42nd Street 
New York. NY 10017-5755 


f 


OR INCLUSION IN YOUR nif{ 

N'DA O.'XJCl 

[ c.i (I'm. 


; CERT.,... 


TeJ m 573 5406 Fax 2)2 


COPY J - 8 1 6 

Martha A. Bruraheld, PhD 

Senior Associate Director — Regulatory Affairs 


Tab 73 


RE: NDA # 19-839- Zoloft Tablets 

S-002 - Obsessive Compulsive Disorder 

Dear Dr. Leber: 

Please refer to our supplemental application (S-002) for Obsessive Compulsive Disorder filed to 
NDA 19-839 Zoloft Tablets on May 14, 1992 and the Final Safety Update submitted December 
7, 1995. Reference is also made to Dr. Knudsen’s correspondence of March 19, 1996. 

Attached is our response to the March 19, 1996 letter. The response is organized as follows: 

SUMMARY (I page) 

Enclosure I - Document addressing suicidal behavior in children and adolescents 

Enclosure 11 - Document addressing suicidal behavior in adults 

The two summary tables you requested (one containing data from the adult OCD safety update 
database and one containing data from the pedialric/adolescem OCD safety update database) are 
included. The adult table can be found in Enclosure I! and the pediatric/adolescent table can be 
found in Enclosure I. 


C \wpwin\mb(JS2F96 
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In reviewing available data with respect to suicidality in pediatric/adolescent patients being 
treated with sertraline for OCD we expanded our search beyond the data previously submitted in 
the Safety Update to include (1 ) any nonserious suicide related events including those not 
meeting the criteria for “serious events”, (2) an analysis of Pfizer’s early alert safety database and 
(3) a review ofthe epidemiologic literature regarding suicidal behavior in children and 
adolescents. 

It should be noted that in the OCD FSU Volume I, Page 2-26 indicated that there were eight 
cases of suicidal ideation or self-destructive thoughts, 6 on sertraline therapy and 2 on blinded 
therapy; in fact, there were 5 on sertraline therapy and 3 on blinded therapy. The total number of 
SAEs and the total number of cases of suicidality are unaffected by this change. 

Please include this infonnation in our file for Zoloft Tablets NDA # 1 9-839. 


Sincerely, 



Martha A. Brumfield, Ph.D. 

MABlc 

OCD/sum 1-2 


Desk copy: Dr. James Knudsen 


confidential/trade secret information 
SUBJECT TO I8-USC-ld05 AND TO WHICH ALL 
CLAIMS OF PRIVILEGE AND CONFIDENTIALITY 
ARE ASSERTED IN BOTH STATUTORY AND 
C0^tM0N LAW, 


t':\wpwin\inb05289f 
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1 DEPARTMENT OF HEALTHAND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 

Fomiponveu QMS No CSJO-OOOI, 

Sxpi'Plion Dale December 31. 1SSS 

SeeOMB Statemenlon Pages 

APPLICATION TO MARKET A NEW DRUG FOR HUMAN USE 

FOR FDA USE ONLY 

DATE RECEIVED 

DATE FIIFD 

OR AN ANTIBIOTIC DRUG FOR HUMAN USE 

I (TITLE 21, Code of Federal Regulations, 374) 

ui\/iSiuNASSi(J^bD 
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NOTE: No aDOticatiQD mav be filed unless a coire»eted aoDricaiion form has bee 

received (21 CFR Part 314). 

NAME OF APPLICANT 

Pfl 2 «r, Inc. 

ADDRESS (Number, Street, City. State, and Zip Code) 
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NewYoric, NY 10017 
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I I 

ESTABLISHED NAME (e.g.. USP/USAN) 

Sertraline HCI 
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Zoloft 
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CP-51,974-1 

CHEMICAL NAME 
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CONTENTS OF APPLICATION 


.This application contains the following items: (Check aJIthat appfyj 


1. Index 


2. Summary (21 CFR 314.50(c)) 


3. Chemistry, manufacturing, and control section (21 CFR 314.50 (d) ( 1 )) 


4. a. Samples (21 CFR 314.50(e)(1)) (Submit only upon FDA’s request) 


b. Methods Validation Package (21 CFR 314 50 (e) (2) (I)) 


c. Labeling (21 CFR 314,50 (e) (2) (ii)) 


i. draft labeling ('4 cop/esj 


ii. final printed labeling (12 copies) 
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6. Human pharmacokinetics and bioavailability section (21 CFR 314.50(d) (3)} 
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8. Clinical data section (21 CFR 314.50 (d) (5)) 
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I agree to update this application with new safety information about the drug that may reasonably affect the statement of 
contraindications, warnings, precautions, or adverse reactions in the draft labeling. I agree to submit these safety update reports 
as follows: (1) 4 months after the initial submission, (2) following receipt of an approvabie letter and (3) at other times as 
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Summaiy: During Ike sertraline clinical development program for obsessive-compulsive 
disorder (OCD)there were eight serious suicide-related events (gestures, attempts or ideation) 
among 1.58J adult patients treated with sertraline (O.S]%) and six serious suicide-related events 
among 220 children or adolescents treated with sertraline (2.7%)as ctjune 30, 1995 and 
discussed in the Final Safety Update (FSU). 

The issue of suicide-related behavior among children and adolescents has been considered in 
detail in one of the enclosed documents and placed inperspective using other data specific to 
young people. The adult group does notprovide an adequate comparison groupfor several 
reasons. There were substantial differences between the adult and pediatric databasesdn (I) 
psychiatric/neurologic comorbidity, (2) duration d exposure to sertraline, and (3) dose ct 
sertraline given. 

The most important difference between the two databases was thefrequency of concomitant 
psychiatric diseases. The entrance criteria were significantly less restrictive with regard to 
concomitant diagnoses in the pediatric studies as compared to the adult studies. Many of the 
pediatric patients carried concornilant psychiatric diagnoses. As noted in the attached pediatric 
document, at least 4 5 of the young patients hud major depressive disorder, which is an extremely 
strong riskfactorfor suicidal behavior. Many of the others also had concomitant diagnoses 
such as attention deficit hyperactivity disorder, oppositional defiant disorder, post-traumatic 
stress disorder, and dysthymia. 

With respect to duration cf exposure, most of the adult protocols were JO- 18 weeks in duration 
while most of the pediatric/adolescent patients entered protocols providing a total of 31-64 
weeks cf sertraline treatment. 

Titration schedules differed between the two databases. Most adullpatienis were flexibly 
titrated over the 50-200 mg dose range. Pediatric sertraline patients were initially either force- 
titrated to 200 mg or titrated to their maximum tolerated dose up to 200 mg. The average 
maximum dose among children/adolescenis in completed studies was 184.8 tng/day while it was 
148 mg/day in adults. 

For these reasons, suicide-related behavior in children and adolescents has been extensively 
reviewed separately in one of the enclosed documents. The other enclosed document provides 
details on the eight serious suicide-related events in adults treated with sertraline. 
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SUICIDE-RELATED BEHAVIOR IN CHILDREN AND ADOLESCENTS 
SERTRALINE OCD CLINICAL DEVELOPMENT PROGRAM 


Abstract: The purpose of this report is to review thefrequency of suicidal 
behavior in children and adolescents in the sertraline obsessive-compulsive 
disorder (OCD) clinical development program. Thefrequency of suicide attempts 
or suicidal ideation leading to hospitalization among children and adolescents in 
this program is 2.7%(6/220) among individuals treated with sertraline. This is 
identical to the rate of 2.7% reported for suicide attempts requiring medical care 
in a nationwide sample of adolescents unselected for any psychiatric or 
behavioral problem. ” All of the sixpatients exhibiting serious suicidal ideation 
or attempts during the clinical development program had multiple riskfactors for 
suicidal behavior. 

In the placebo-controlled portion of the development program there were no 
serious suicide-related events among 92 patients treated with sertraline, and one 
serious suicide-related event among the 95 patients receivingplacebo. When 
considering the entire clinical development program, the larger number of reports 
cf suicidal behavior in children and adolescents treated with sertraline compared 
to those receivingplacebo may be explained by: (I) larger sample size in the 
sertraline group, (2) longer exposure time (and consequently longer period at risk 
during follow-up) in the sertraline group and 13) the greater inherent risk of the 
patients receiving sertraline, due to the large number with major depression, 
without a comparable control group. All rates observed are within the range 
described in normal population samples of adolescents and are below the range 
described in the epidemiologic literaiurefor adolescents with major psychiatric 
illness. 

Introduction 

Tlrsis document was prepared in response to questions regarding suicidality raised by the 
United States Food and Drug Administration (FDA) as stated in correspondence dated 
March 19, 1996. The purpose of the report is to review the frequency of suicidal behavior 
(suicidal ideation and/ov suicide attempts) in children and adolescents receiving sertraline 
for the treatment of obsessive-compulsive disorder (OCD). This report includes a 
discussion of suicide-related events in children and adolescents reported during the OCD 
clinical development program, an analysis of Pfizer’searly alert safety database, and a 
review of the epidemiologic literature regarding suicidal behavior in children and 
adolescents. 
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Description of the Pcdialric/Adolesccnt OCD Clinical Program 

The pediatric section of the sertraline OCD Final Safety Update (FSU) reviewed ail safety 
data collected from children (6-12 years oid) and adolescents {13-1 7 years old) who were 
treated in any completed OCD study as of June 30, 1995 (Protocols 90CE2 1-0498 and 
90CK2 1-0525). The review of serious adverse events in the FSU included events from 
all ongoing studies (Protocols 550 and 536) as well as the completed studies. 

Protocol 498 was a 12-week, multicenter, double-blind, parallel, placebo-controlled study 
designed to examine the efficacy and safety of sertraline in the treatment of non- 
depressed pediatric (6-12 years old) and adolescent (13-17 years old) outpatients with 
OCD. Ninety-two patients were treated with sertraline and 95 with placebo. All 
participants had OCD. 

Protocol 525 was a 5 1 -day open-label parallel study designed to determine the 
pharmacokinetics of and tolerance to sertraline after single and multiple dose 
administration to children and adolescents with OCD or depression. Sixty-one patients 
were included; forty-four patients had depression, IShad OCD without a known 
diagnosis of depression, one had both OCD and depression and one had both OCD and 
dysthymia. All subjects received sertraline. There was no comparative group of young 
people with depression treated with placebo or comparative agent. 

The additional safety data examined in the FSU were provided from two open-label 
extension studies that were ongoing as of June 30, 1995. An estimated 67 placebo 
patients from Protocol 498 were subsequently treated with sertraline in an extension study 
(Protocol 536), bringing the total safety denominator for sertraline-treated pediatric 
patients in the OCD FSU to 220. The number of new sertraline exposures in Protocol 
536 is an estimate based on the assumption that patients entering the open extension 
included an equal number of sertraline and placebo patients from Protocol 498, Protocol 
550 is a llexible dose, open label extension to Protocol 525. This study adds no newly- , 
exposed patients to the sertraline safety database, as all subjects initially received 
sertraline in the pharmacokinetics study. 

Suicide-related behavior among children and adolescents in the OCD program 

There were six cases of suicidal ideation and/or atlempt among sertraline treated patients 
that met the criteria for being a “serious” event in the FSU (Table 1). The overall 
incidence of serious suicidal behavior among sertraline-treated patients in the clinical 
trials is 2 . 7 % (6/220). The disease-specific incidence rates of suicide-related events in 
children and adolescents treated with sertraline are 8.9% (4/45) in subjects with 
depression and 1.1% (2/175) in non-depressed subjects with OCD. 

The six events were distributed among the individual protocols as follows. In Protocol 
498, there were no serious suicide-related events among 92 subjects with OCD treated 
with sertraline. In contrast, there was one suicide-related event among 95 placebo 
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patients with OCD. During the long-term open-label extension to this study (Protocol 
5i(5j there were two suicide-related events among the total of 133 patients with OCD 
treated with sertraline (an estimated 66 of the 1 33 were previously treated with sertraline 
in Protocol 498 and contribute to the denominator of 92 previously mentioned). In 
Protocols 525 and 53(1 there were four events: three among the 45 subjects with 
depression in Protocol 525, and one among the 33 with major depression who continued 
on to the long-tenn extension study (Protocol 550). 

All of the six young people experiencing serious suicide-related events had several risk 
factors for suicidal behavior including multiple psychiatric diagnoses, familial 
dysfunction, family history of psychiatric disordere, histories of sexual or child abuse, and 
early onset and long duration of their primary psychiatric disorder. Four had primary 
diagnoses of major depression. Of the two without major depression, both also had other 
risk factors. Patient #217 carried diagnoses of OCD and attention deficit hyperactivity 
disorder (ADHD) and had been treated with multiple medications in the past. The 
investigator attributed the event to life stress and underlying disease. Patient # 22 1 had 
post-traumatic stress disorder as well as OCD. She has a family history of both 
depression and ADHD and her suicidal ideation emerged when she regained memories of 
having been raped. Risk factors for suicide-related behavior in all six individuals are 
included in Table 1 and summarized in Table 2. 

In addition to reviewing serious cases discussed in the FSU, the sertraline OCD 
pediairic/adolescent databases were searched for cases of suicidal behavior not meeting 
the criteria for “serious” events. As of March 21,1 996, there were two additional cases 
of non-serious “suicidal ideation” reported during the clinical development program; one 
in a patient with OCD and one in a patient with depression. Both were during the 
pharmacokioetic trial (Protocol 525). Patient 92-N-0058# 228 was a 16year old male 
with OCD treated with Anafranil, Loxitane, and Ritalin over the past 3 years (until 10 
days prior to the study). Family history was significant for affective disorders in his 
mother and maternal grandmother, OCD in a maternal aunt and maternal grandfather and 
substance abuse in a paternal uncle and brother. The patient lived in a boarding home. 

He developed non-serious suicidal ideation (lasting two days) after approximately 2 
weeks on the study. The investigator felt the event was due to study drug, but the patient 
continued on the study and recovered from the suicidal ideation. Tlte second case (92-N- 
0058 #24) was a 12 year old male with major depression and auenlion deficit 
hyperactivity disorder who had been treated with Ritalin for 7 years (until one week prior 
to study). Family history was significant for affective disorders in his mother and 
maternal grandmother. He developed non-serious suicidal thoughts (for a period of one 
week) after approximately one month on study. The investigator listed the causality as 
“uncertain” and continued the patient on the study without any re-emergence of suicidal 
ideation. 
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Spontaneous reports of suicide-related behavior in children and adolescents 

Pfizer's early alert safety database was also reviewed in order to identify non-clinical 
study cases that may have been spontaneously reported to Pfizer. This database contains 
case reports of all adverse events spontaneously reported directly to Pfizer, cases of 
serious adverse events reported from clinical trials regardless of causality, cases of 
serious adverse events reported to adverse event registries, and reports of serious adverse 
events published in the medical literature. The database was reviewed for aU non-ciinical 
trial sertraline cases in individuals under the age of IScoded to the WHO-ART adverse 
event terms “suicide attempt,” “suicidal ideation.” “suicide gesture,” “drug overdose^,, 
intentional,” or “death by suicide.” 

As of March 28, 1996, 25 cases were identified. In four cases, individuals who were not 
previously taking sertraline were reported to have stolen the drug from someone else for 
purposes of suicide attempt or abuse (these cases are not included in this report, leaving 
2 1 cases). One domestic spontaneous report (R-42B792) is the same individual as study 
case 91-N-0242 #217 (included in Table 1). After finishing the study she continued on 
sertraline and made a subsequent attempt. Another case was that of an H -year-old boy 
whose mother reported the event (9511941). Follow-up from the physician revealed that 
the mother (reporter) was a paranoid schizophrenic who had little contact with the son. 
The physician claims that none of the events reported by the mother actually happened. 
The two preceding cases (R-42B792 and 95 1 1941) will not be further discussed in this 
section, but the CIOMS forms are included in Appendix A. Of the remaining 19 cases, 
twelve were females, seven were males, ranging in age from 9 to 17 with a mean age of 
14. The indication for drug was reported to be depression in nine cases, 
OCD/dysihymia/explosive disorder in one case, anxiety and oppositional defiant disorder 
in one case each, and was not stated in the remaining cases. In several of these cases it 
was not clear that the individual was actually receiving sertraline prior to the event; 
however, these are included, since there is no explicit information stating that the 
individual took or ingested someone else’s medication. None of the spontaneous reports 
resulted in successful suicide. There is minimal information in most reports about the 
individual’s history or course of treatment that would allow one to characterize these 
cases. In one case of an 11 -year-old boy with oppositional defiant disorder (9402535). 
the reporter fell that activation due to sertraline was the cause of the event. In one other 
case of a 9-year-old boy with depression (94035 1 9), the event occurred after an increase 
in dose, and abated with a return to his previous dose of sertraline. 

All other non-clinical trial cases with WHO-ART adverse event terms coding to the 
“psychiatric” body system were reviewed as well, to ensure that no cases (possibly coded 
to other terms) were missed. No additional cases were found by this method. Individual 
spontaneous reports are attached in Appendix A. 
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Epidemiology of suicidal behavior in children and adolescents 

The frequency of suicidal behavior among adolescents: A review of the epidemiology 
of suicidal behavior in general population samples is useful to place the observed events 
in perspective. Most studies have been conducted in non-clinical general samples 
designed to be representative of all individuals in the population without regard to history 
of psychiatric diagnosis or mental disorder. Samples drawn from clinical populations (or 
those referred for mental health care) have higher rates of such events by virtue of the 
strong association between psychiatric disorders and suicidal behavior. One would 
expect a clinical trial sample (such as discussed in the FSU) to have higher rates of 
suicidal behavior than the general population. At best, a clinical trial sample would have 
similar rates to the range observed in psychiatrically-referred clinical samples in the 
literature (depending upon how similar the clinical trial population is to the literature 
sample). 

Suicidal behavior (suicidal ideation, suicide gestures, and attempts) is extremely common 
during adolescence. The Centers for Disease Control (CDC) Youth Risk Behavior 
Surveillance Survey (YRBSS) is a population-based survey that is designed to be 
nationally representative of ail students in grades 9 through 12 in the United States. 
Participants were selected without regard to any psychiatric, mental health or physical 
health history. During the 1993 survey, 24%of dl students nationwide reported that they 
had considered attempting suicide during the year preceding the survey. Nineteen percent 
of all students reported more serious suicidal ideation (SI) in that they had formulated a 
specific plan to attempt suicide. Nationwide, 8.6% of all students had actually made a 
suicide attempt, and 2.7%of all students reported a suicide attempt that required medical 
attention during the past year,^° Tlte magnitude of these estimates are stable across 
several years of the YRBSS.^’^ 

The National Adolescent Student Health Survey (NASHS) is another population-based 
survey designed to be nationally representative of eighth and tenth grade students in the 
entire U.S. (American School Health Association).’ More than one-third of the students 
(34%yeport that they had “seriously thought” about committing suicide, and 14% report 
that they had “actually tried” to commit suicide. 

While the YRBSS and NASHS are designed to be representative of the entire U.S. 
population of students in eighth grade and high school, there are a number of other 
smaller population-based epidemiologic studies of non-psychiatric samples drawn from a 
variety of geographic, socioeconomic, and ethnic groups. Estimates vary depending upon 
the specific population sampled, the age of participants, the methods used for 
measurement, and the definitions used; however, rates are similar to the YRBSS and 
NASHS. The prevalence of suicidal thoughts or ideation during the past six months to 
one year among adolescents ranges from about 3% to 27%.!5. i 6. is . j 5.24.25, 20.30 The same 
studies found that from 1.7% to 15% of adolescents report that they have actually made a 
suicide attempt (SA). Garrison and associates report that 18% of suicide attempts were 
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"impuisive." that is, no specific thought or plan had been formulated in the year prior to 
the attempt.'^ 

Cappelli and associates report on a sample of individuals referred to an adolescent health 
clinic. " One quarter were referred for a physical complaint, one half for a mental health 
complaint and one quarter for both a physical and mental complaint. Twenty-three 
percent of the entire sample were assessed as having a "suicidal probability" and half of 
those presenting with a psychological problem were suicidal. 

Risk factors for adolescent suicidal behavior: Beyond describing the frequency o?.. 
suicide-related behavior in adolescents, one can describe risk factors for adolescents who 
exhibit such behavior. The most frequent epidemiologic study design used for these 
purposes is a case-control study, in which cases (adolescents with suicidal behavior) are 
compared to controls (adolescents who have not displayed suicidal behavior). The 
resulting measure of association is the odds ratio (OR) which estimates the frequency of 
the specific risk factor in suicidal adolescents compared to the frequency in non-suicidal 
adolescents. An odds ratio of one (1) indicates no association (identical frequencies in 
both cases and controls); the higher the odds ratio, the more frequent the risk factor 
among cases compared to controls. 

Depression is the risk factor for suicidal ideation found most consistently across studies 
and is associated with the highest odds ratio. Odds ratios for depression and suicidal 
ideation (SI) in adolescents range from 5.9 to 22.'*’ “'”'’'' Other risk factors for SI include 
family dysfunction, early onset (prior to age 14) of one or more psychiatric 
disorders,^“® panic attacks/disorder,’* and hyperactivity.” 

Risk factors for suicide attempt (SA) and odds ratios relating depression to SA are similar 
to those for suicidal ideation; the odds ratios for depression range from 9.8 to 1 5.6,^^ ” 
The odds ratio for post-traumatic stress disorder and SAin one study is reported as 21.” 
Other risk factors include: early onset of one or more psychiatnc disorders, ''comorbidity 
consisting of more than one DSM (Diagnostic and Statistical Manual of Mental 
Disorders) diagnosis?' family history of SA." sexual abuse,"'^''” behavioral problems.” 
family history of depression or other emotional problem.” ” panic attacks/disorders.’* 
and family problems or stressful life events. 

With respect to family history, Weissman and associates” conducted a longitudinal 
cohort study of offspring of depressed parents and found that 7.8% attempted suicide over 
a two-year period. This was 5.6 tiroes the rate observed in offspring of non-depressed 
parents. 

Risk factors for completed suicide are similar to those for suicide attempt and suicidal 
ideation; major depression, family history of affective illness, previous suicidal behavior, 
stressful life events, and psychiatric comorbidity.^’ The odds ratio for major depression 
in those completing suicide was reported as 27 by Brent and associates.’ 
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The risk of suicidal behavior among adolescents with depression orOCD: Few 
studies allow one to estimate the absolute risk over time of suicidal behavior in 
adolescents with psychiatric illness. Rao reported on a longitudinal study of individuals 
identified as having depression during childhood and found that 4.4% killed themselves 
over the subsequent lOyears."^ 

Individuals who are suicidal tend to repeat their suicide attempts overtime. Larsson et al. 
found that half of adolescents who had made a suicide attempt reported that they had 
made more than one attempi.^^ Brent followed a group of adolescent psychiatric 
inpatients for six months following discharge.* The original reason for admission was 
suicide attempt in 48 patients. SI in 33. other psychiatric reason in 53. At six months, 
9.7% had made a subsequent S.A and 26.8% had made a plan to attempt suicide. Almost 
all (92%) of those who made a subsequent SA were suicidal while in the hospital. 

Ryan found that adolescents whose depression had existed for longer than 2 years were at 
higher risk of suicidal behavior than adolescents with a shorter duration." Sixty-percent 
of their sample of childredadolescents with major depression had SI; 2i% of children 
and 34% of adolescents with major depression had attempted suicide during the current 
episode of depression. 

Few epidemiologic studies specific to OCD and suicidal behavior have been conducted. 

It is known that those with OCD very frequently have one or more comorbid psychiatric 
conditions that are themselves independent risk factors for suicidal behavior, such as 
depression, dysthymia, substance abuse and anxiety disorders.^’ Forty-five percent of the 
community sample of adolescents with OCD studied by Valleni-Basile and associates had 
major depression.’* Twenty-three percent of those with OCD had suicidal ideation and 
5% reported suicidal acts. Of those with subclinical OCD, 10% reported suicidal 
ideation. Suicidal ideation in those with DSM defined OCD vas 3.8 times more frequent 
than in the group without either OCD or subclinical OCD and suicidal acts were 2.5 times 
more frequent (Personal communication. JL Waller, University of South Carolina). 

Discussion 

The fact that numerically more suicidal events occurred in patients receiving sertraline 
than in those receiving placebo in the FSU may be explained by several factors. In 
Protocol 498, which was the only placebo-controlled study, there were no suicide-related 
events in the sertraline group, but there was one such event in the placebo group. In this 
study, individuals with depression were excluded. Two events were observed during the 
open-label sertraline follow up phase of the study. The majority of suicidal events 
occurred during Protocols 525 and S50. Not only were individuals with depression 
allowed, but in fact, almost three quaners of the participants did have depression, 
conferring an inherently higher risk of suicidal behavior in these studies compared with 
Protocols 498 and 536. There is no placebo comparison group available for children and 
adolescents with depression: therefore, the expected rate in a comparable group receiving 
placebo cannot be estimated. As previously mentioned, the observed rates of suicidal 
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behavior are well below what one would expect in a depressed population based on the 
literature. 

The pediatric/adolescent clinical program described in the FSU is weighted towards 
longer time at-risk in the sertraline exposed group (although the exact person-time of 
exposure is not yet available since studies are ongoing) and weighted towards more 
severe psychiatric comorbidity in the sertraline group compared to the placebo group. An 
estimated 176 individuals (at least 45 of whom have major depression) of the 220 
receiving sertraline were treated on long-term open label extension studies of 24 weeks 
(Protocol 550 ) or 52 weeks (protocol 536) compared to approximately 44 individuals., 
none of whom had depression, treated only with placebo for shorter periods of time (up to 
12 weeks in Protocol 498). 

At least 45 of the 220 individuals treated with sertraline were known to have a diagnosis 
of depressive disorder, and four of the six reports of serious suicidal behavior are from 
this group. Of the two individuals without major depression reporting suicidal behavior, 
both had other risk factors. 

All of the six young people with serious suicide-related events had at least one other risk 
factor for suicidal behavior including multiple psychiatric diagnoses, familial 
dysfunction, family history of psychiatric disorders, histories of sexual or child abuse, and 
early onset and long duration of psychiatric disorders. Patient #4 v®s the only one of the 
six cases in which the investigator attributed the event to sertraline. Both of the 
individuals with non-serious suicidal ideation also had multiple risk factors for suicidal 
behavior. 

Pfizer has received 1 9 spontaneous reports of suicidal behavior in individuals under the 
age of 1 8 treated with sertraline. Most reports do not contain sufficient information to 
allow' one to draw conclusions or characterize the events, but few of the reports are 
particularly striking. It is well known that spontaneous reports are not a good indication 
of the true frequency of events. There has been substantial publicity over the past five 
years regarding the possibility of suicidal behavior in relation to SSRI’s. In light of this, 
as well as the high emotional content of suicidal events in children and adolescents, one 
might postulate that health care providers would be relatively more likely to report these 
events compared to other types of events. This docs not appear to be an unusual number 
of spontaneous reports given that approximately 4% of the estimated 1 1 .5 million 
individuals in the U.S. that have received sertraline since marketing are under the age of 
18 (source: Scott-Levin Associates, Physician Drug and Diagnosis Audit), and that 
individuals taking antidepressants are at inherently high risk of suicidal behavior. 

Beasley et al. report on placebo-controlled data of fluoxetine in OCD.^ They include 266 
patients with OCD treated with fluoxetine and 89 receiving placebo. Patients were age 
t4-70, with a mean age of mid to late 30’s. The emergence of substantial suicidal 
ideation was numerically greater with placebo (3.6%)than with fluoxetine (1.7%), but 
was not statistically significant. The rate observed in the Pfizer OCD clinical 
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development program among children and adolescents with OCD is consistent with this 
rate (i.1%, 2/175). 

King and associates” present three hypotheses for the apparent association between 
fluoxetine and suicidal behavior in their uncontrolled study: (1) coincidence (under 
which they include the high degree of psychiatric comorbidity in the OCD population and 
the large numbers of risk factors in these patients), (2) disorganization of vulnerable 
individuals secondary to drug-induced activation, and (3) a specific serotonergic- 
mediated effect on the regulation of aggression. 

Drug-induced activation is a plausible explanation for the emergence of suicidal behavior 
in our patient #4. who had few risk factors for this behavior other than early onset of 
disease and family history of depression and suicide. In all other cases, these events 
occurred in individuals with severe psychiatric illness who also had a number of social 
and familial risk factors for self-destructive behavior. Given the size, duration of 
treatment, and the severity of illness and comorbidity in the sertraline group compared to 
the placebo group, a plausible explanation for the remaining cases lies with what King 
calls “coincidence.” but we would explain as “severity and type of underlying disease.” 

Summary and conclusions 

The frequency of suicide attempts or suicidal ideation leading to hospitalization among 
children and adolescents treated with sertraline in the FSU is 2.7%(6/220). This is 
identical to the rate of 2.7% reported for suicide attempts requiring medical care in a 
nationwide sample of adolescents unselected for any psychiatric or behavioral problem 
(YRBSS).^° Since suicidal behavior is highly correlated with psychiatric illness, a higher 
rate in a psychiatric clinical trial population than that seen in the non-psychiatric, non- 
referred population would be expected, but that was not found in this case. The observed 
frequency is well below that reported for adolescents with serious psychiatric illness in 
the epidemiologic literature. 

The six young people with serious suicide-related events all had at least one other risk 
factor for suicidal behavior including multiple psychiatric diagnoses, familial 
dysfunction, family history of psychiatric disorders, histories of sexual or child abuse, and 
early onset and long duration of psychiatric disorder. In only one of the six was the event 
anributed to sertraline by the investigator. 

conclusion, the differences in the crude numbers of suicidal behavior between children 
and adolescents treated with sertraline and those receiving placebo may be related to the 
longer exposure time (and consequently longer period at risk during follow-up) in the 
sertraline group and the greater inherent risk of these patients (due to the large number 
with major depression, without a comparable control group). All rates observed are 
within the range described in normal population samples of adolescents and are below the 
range described in the epidemiologic literature for adolescents with major psychiatric 
illness. 
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MEMORANDUM 

Tab 74 


DEPARIMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 


DATE: September 30, 1996 

FROM: Thomas P. Laughren, M.D. 

Team Leader, Psychiatric Drug Products 
Division of Neuropharmacological Drug Products 
HFD-120 

SUBJECT: Recommendation for Approval Action for Zoloft 

(sertraline) for Obsessive Compulsive Disorder (OCD) 



TO: File NDA 19-839/S-002 

[Note: This overview should be filed with the 12-7-95 
response to the approvable letter.] 


1 . 0 BACKGROUND 

An approvable letter for this supplement was issued 8-1-95, and a 
response was submitted 12-7-95. Subsequent submissions critical to 
this approval recommendation were study reports for in vivo 
interaction studies of sertraline with carbamatepine (3-22-96) and 
terfenadine (8-13-96) . All of the issues in our approvable letter 
have now been addressed, including our concern about the potential 
for sertraline to interact with certain substrates of the P450 
enzyme 3A4 (see Biopharmaceutics below) . 

Through an exchange of- faxes, we achieved ’ agreement on most 
remaining labeling issues, however, we were unable to reach 
agreement on several clinical issues that are discussed later in 
more detail under 6.0 Labeling. Faxes from the Agency to Pfizer 
were sent 9-6-96 and 9-20-96, and faxes from Pfizer to the Agency 
were sent 9-13-96 and 9-27-96. The labeling attached to the 
approval letter represents labeling agreements achieved at a Team 
Leader level, along with proposed language in those clinical 
sections where agreement could not be reached. 


2 . 0 CHEMISTRY 

The environmental assessment issue raised in our 8-1-96 approvable 
letter has now been satisfactorily resolved. 
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3 . 0 PHARMRCOLOGX 

The sponsor has accepted our recommendation for a pregnancy 
category C. 


4 . 0 BIOPHRKMACEUTICS 

The data supporting the "changes being effected" submitted in SLR- 
003 have been reviewed by the Division of Biopharmaceutics and this 
supplement was approved in an agency letter dated 9-14-95. 

In vivo interaction studies of sertraline with carbamazepine and 
terfenadine, both 3A substrates, have demonstrated no effect of 
sertraline on the pharmacokinetics of these substances. In fact, 
the data were suggestive of slight induction by sertraline, 
resulting in a slight increase in the clearance o± these 
substrates. Consequently, I don't see any need to ask for 
additional in vitro assays for other potentially important 3A 
substrates, e.g., astemizole, cisapride, etc. I believe the 
labeling proposed by Pfizer to address this issue in the 8-13-96 
submission is adequate, and I have incorporated this language into 
the Precautions section of the final labeling proposal. 


5 . 0 CLINICAL DATA 

5 . 1 Efficacy Update 

5.1 1 Age and Gender Analyses 

In their 12-7-95 response to our approvable letter, the sponsor 
provided the results of age and gender analyses. These included 
individual analyses of studies 248, 272, and 546, as well as 

analyses of a pool of all three studies. Overall, the pattern of 
results was not suggestive of age or gender effects, and a 
statement to this effect will be included in labeling. 

5.1.2 Belapse Prevention Trial 

In their 12-7-95 response to our approvable letter, the sponsor 
acknowledged the request in our approvable letter to commit to an 
adequate and well controlled relapse prevention trial for Zoloft in 
the treatment of OCD. In fact, enrollment is complete for study 
93CE21-0615 and they expect the study to be completed in about 18 
months . 
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5.1.3 Pediatric OCD Studies 

In their 12-7-95 response to our approvable letter, the sponsor 
acknowledged the request in our approvable letter to commit to 
studies of the efficacy and safety of Zoloft in the treatment of 
OCD in children and adolescents. In fact, the sponsor has 

completed 2 pertinent studies, i.e., study 90CE21-0498 (A double- 
blind comparison of sertraline and placebo in children and 
adolescents with OCD) and study 90CK21-0525 ■ (Tolerance and PK of 
sertraline in an children and adolescents with OCD or depression) . 
Analyses are underway for these studies, as are extension phases 
for both. 

5.2 Safety Update 

The sponsor's obsessive compulsive disorder final safety update 
(OCD-FSU) had a cutoff date of 6-30-95 and included as a subset all 
the data from the original OCD-NDA, for which the cutoff date was 
4-17-91. For the FSU, the integrated database included only 
patients from completed studies, however, the serious adverse 
events (SAE) events listing included any SAEs from ongoing studies 
as well (same 6-30-95 cutoff date) . A summary enumeration of the 
adult sertraline exposed OCD patients in the OCD development 
program follows; 

OCD-FSU OCD-NDA 

Completed Studies 627 290' 

Ongoing Studies* 954 

Total 1581 

1 The 290 patients are included in the FSU total of 627 

2 This is an estimate, since many patients are still 
unblinded 

In addition to the adult patients, the FSU included pediatric OCD 
patients exposed to sertraline. A summary enumeration of the 
pediatric sertraline exposed OCD patients in the OCD development 
program follows: 

Ped-OCD 

Completed Studies 153 

Ongoing Studies' 67 

Total 220 

1 This is an estimate, since many patients are still 
unblinded 
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The sponsor' s strategy in conducting the safety update was to 
compare the findings from the OCD-FSU total adult database with the 
original OCD-NDA database, and also to compare the OCD-FSU adult 
database with the pediatric OCD database. 

For the adult databases, the sertraline exposure and demographics 
were comparable, as were the overall rates of discontinuation for 
adverse events. Overall, there were 57 patients with serious 
adverse events among the adult patients in the OCD-FSU, including 
30 for sertraline, 11 for placebo, 8 for active control, and 8 
unblinded. There were no deaths among these patients, several 
suicide attempts, and 1 seizure. The overall adverse event 
profiles for the FSU and NDA databases were the same, and were 
similar to the recognized profile for sertraline in depression. 
There were no obvious age or gender differences in adverse events. 
There were also no patterns of laboratory, VS, or ECG findings 
suggestive of any clinically important sertraline related effects. 

For the pediatric patients, the average maximum sertraline dose was 
somewhat higher than in the adult FSU population (185 vs 148 
mg/dayj . Sixteen of the pediatric patients experienced serious 
adverse events, all among sertraline patients. The adverse event 
profile in the pediatric OCD patients was similar to that seen in 
adults. The one difference worth noting was the finding of 3 
seizures among the pediatric patients (3/220; 1.4%). That seizure 
rate compares with an estimated rate of 0.06% (1/1581) in the adult 
OCD population. However, the 3 pediatric patients with seizures 
were aged 14, 15, and 15, i.e., they might reasonably be grouped 
with the adults, yielding a seizure risk of 4/1800 (0.2%) . It is 
also important to note that 2 of the three children with seizures 
likely had coexisting seizures disorders, and the third had a 
strong family history of seizure disorder. Nevertheless, this 
finding needs to be noted in labeling. 

The safety update also included an update on spontaneous reports. 
There were 114 such reports in patients identified as being treated 
with sertraline for OCD. Of these, 11 were considered serious. 
These serious reports included a suicide, a seizure, and a patient 
having a hypomanic episode. Overall, there was no pattern of 
findings among these reports suggestive of a different profile of 
adverse events for sertraline in OCD patients compared to other 
patients treated with this drug. 

Dr. James Knudsen concluded in his 3-28-96 review of this safety 
update that there were no findings that would preclude the approval 
of this supplement, and I agree. 
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6 . 0 LABELING 

I examined the foreign labeling provided with the 12-7-95 response 
to our approvable letter, and my impression was that our labeling 
is generally more complete and stronger than foreign labeling. 

As noted above, through an exchange of faxes, we were able to reach 
agreement on most remaining labeling concerns, but we were unable 
to reach agreement on the precise wording in two sections of the 
labeling: 

Clinical Trials Subsection of Clinical Pharmacology 

Inclusion of Information about Mean Dose Achieved in Flexible 
Dose Trials 

Pfizer objected to the inclusion of data regarding the mean 
dose utilized in the flexible dosing design depression and OCD 
trials. They argued that patients in these trials may have 
been titrated more rapidly than necessary, thereby achieving 
higher doses than was necessary or would likely be utilized in 
usual clinical practice. They expressed concern that the 
inclusion of such information may mislead clinicians into 
believing that these doses are the optimally effective doses. 

Ordinarily, information about optimal dosing would be expected 
to come from adequate and well controlled fixed dose studies. 
Unfortunately, neither of the fixed dose studies conducted, 
i.e., 1 for depression and 1 for OCD, is readily 
interpretable. Consequently, there is no information directly 
pertinent to the issue of optimal dose, for either indication. 
Nevertheless, truth in labeling requires that the studies 
supporting a claim be accurately described. .There is no 
suggestion in our proposed descriptions that the mean doses 
were the optimal doses. Rather, the proposed trial summaries 
simply state the facts, both regarding mean dose in the 
flexible dose trials and the fact that the fixed dose studies 
did not provide clear advice about optimal dose. Moreover, 
the Dosage and Administration section, ordinarily relied on by 
clinicians as a source of advice about dosing, recommends 50 
mg as the starting dose for both indications, with further 
titration within a dose range of 50-200 mg/day being left up 
to the judgement of clinicians. 

On the basis of the above arguments, I have not deleted 
information about mean doses for the flexible dose depression 
and OCD trials. 
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Lack of Tnterpretabilitv of Fixed Dose Depression Study 

Pfizer objected to our proposed statement regarding the fixed 
dose depression study as not being readily interpretability 
due to high dropouts at the higher doses. They argued that 
this statement does not provide clear guidance to clinicians 
and is "potentially confusing, inaccurate, and misleading." 
Alternatively, they proposed a statement suggesting that 
"there was no clear indication of a dose .response relationship 
for effectiveness." I disagree, again from the standpoints 
of truth in labeling and what useful information can be 
gleaned from a clinical trial. To state that there was no 
indication of a dose response relationship suggests that the 
data from the fixed dose study were interpretable, when they 
were not. Alternatively, I have proposed a revised statement 
to simply indicate that the study was not readily 
interpretable regarding dose response for efficacy, rather 
than getting into speculation about the reasons. 

Dosage and Administration Section 

Pfizer indicated that they feel it is important for them to be 
able to refer to the results of continuation trials for OCD 
suggesting no loss of benefit in responding patients for 
periods of up to 1 year. They argued that this is important 
information to provide to clinicians. I disagree with 
including these data, since, as noted previously, it is my 
view that studies of this design are basically flawed, i.e., 
the randomization is violated, since only responding patients 
are continued in the extension phase. Consequently, these 
studies cannot provide definitive data pertinent to the 
question of long-term efficacy, and to include these data 
undermines our current approach to labeling on this matter. 
While it is true that examples can be found for previously 
approved labeling where this principle is violated, labeling 
policy is constantly evolving, and our current approach is to 
not include such data. In any case, the labeling acknowledges 
the usual practice of continuing responding patients, so that 
including this information does not strengthen labeling in any 
way from the clinician's standpoint. 

On the basis of the above arguments, I have not further 
modfied this section as proposed in Pfizer's September 27, 
1996 fax. 
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7 . 0 WORLD LITERATURE 

In their 12-7-95 response to our approvable letter, the sponsor 
provided details of their world wide literature update, including 
copies of all pertinent papers, and they warranted that no findings 
adversely affected their conclusions about the safety of sertraline 
in the treatment of OCD. Dr. Knudsen reviewed this material as 
well and he did not discover any previously unrecognized important 
safety concerns for this drug. 


8.0 FOREIGN REGULATORT ACTIONS 

According the the 12-7-95 response to our approvable letter, Zoloft 
has been approved for the treatment of OCD in 12 countries and 
applications are under review in 34 additional countries. The 
response included a listing of what other regulatory agencies 
considered interim deficiencies, none of which we were not also 
aware of. 


9.0 APPROVAL LETTER 

The approval letter acknowledges the areas of disagreement in the 
clinical sections of labeling and provides discussion of why we 
have not agreed to Pfizer's proposed changes in these sections. 


10.0 CONCLUSIONS AND RECOMMENDATIONS 

I believe that Pfizer has submitted sufficient data to support the 
conclusion that Zoloft is effective and acceptably safe in the 
treatment of OCD. I recommend that we issue the attached approval 
letter with our proposal for final labeling. 


cc : 

Orig NDA 19-839/S-002 
HFD-120/Div File 

HFD-120/TLaughren/PLeber/AMosholder/HLee/JKnudsen/PDavid 


DOC: MEMZLOCD.APl 
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MEMORANDUM 


Tab 75 


DEPARl^NT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 


DATE : 
FROM: 


October 25, 1996 

Thomas P,*. Laughren, M.D. 

Team Leader, Psychiatric Drug Products 
Division of Neuropharmacological Drug Products 
HFD-120 


SUBJECT: Comment on data in the OCD database perSinent to the 

emergence of suicidal ideation, gestures, and attempts in 
association with sertraline use 


TO: File NDA 19-839/S-002 

[Note: This overview should be filed with the 12-7-95 
response to the approvable letter.) 


A concern about the possibility of a signal of emergent suicidality 
(suicide attempts, gestures, or ideation) associated with 
sertraline use in pediatric patients was raised in the 3-28-96 
review by Dr. James Knudsen. In his- review. Dr. Knudsen reported 
a crude incidence of suicidality for adults taking sertraline of 
9/1581 (0.6%) compared to 1/426 (0.2%) for placebo patients. The 
comparable crude incidence data for pediatric patients were 6/220 
(3.0%) for sertraline and 0/95 for placebo. There were no 
suicides, and only 2 attempts among adults and 1 among pediatric 
patients. Dr. Knudsen provided person-time data only for the 
sertraline exposed patients, yielding adjusted estimates of 
0.035/PEY for adults and 0.25/PEY for pediatric patients. He 
commented on the 7-fold greater incidence of suicidality in 
children taking sertraline compared to adults taking sertraline, 
but concluded that this finding may have been a result of a higher 
incidence of comorbid depression in the pediatric patients. 

I agree that the adult and pediatric populations may have differed 
regarding comorbid depression, and that is one reason why the 
comparison of incidence data for sertraline exposed patients in 
these 2 databases may not have been appropriate. Four pediatric 
studies contributed patients to the pediatric database, two of 
which permitted the entry of patients with either OCD or major 
depression. In fact, 4 of the 6 pediatric subjects having 
suicidality had diagnoses of major depression. OCD was required 
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for all the adult studies, and my impression is that there was 
minimal comorbid major depression. Thus, it is not reasonable, in 
my view, to compare adults to children on the incidence of 
suicidality in sertraline exposed patients. It would have been 
more informative to compare the risk ratios, i.e., drug to placebo, 
after adjusting for persone-time, within each of the adult and 
pediatric strata. Unfortunately, person-time data were provided 
only for sertraline exposed subjects, and not placebo. In fact, 3 
of the 4 pediatric studies were open label, and 2 of these were 
long-term, thus .-drug exposed patients had a much greater 
opportunity for having events than placebo exposed patients. 

In summary, I don't consider these data to represent a signal of 
risk for suicidality for either adults or children.. Supplements 
are planned for both depression and OCD in pediatricipatients, and 
when we have more complete data, including HAMD data^ we can look 
more critically at this issue, using the now standard approach of 
comparing the proportions of drug and placebo exposed patients who 
show worsening on Item 3 (suicidality item) of the HAMD during 
treatment. At the present time, current labeling simply notes that 
Zoloft has not been adequately evaluated for safety and 
effectiveness in pediatric patients. 


cc: 

Orig NDA 19-839/S-002 
HFD-120/Dlv File 

HFD-120/TLaughren/PLeber/AMosholder/PDavid 


DOC: MEMZL0CD.AP2 
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Memorandum 

Tab 76 


Department of Health and Human Services 
Public Health Service 
Food and Drug Administration 
Center for Drug Evaluation and Research 


DATE: 

October 25, 1996 


FROM: 

Paul Leber, M.D. 

Director, 

Division of Neurophartnacoiogical Drug Products 

HFD-120 

SUBJECT: 

Zoloft™ [sertraline 
NDA 19-839/S-002 

hydrochloride] for OCD 

Approval Action Memorandum 

TO: 

File NDA 19-839 



This memorandum documents for the administrative file the basis for my 
decision to approve NDA 19-839/ S-002 for Zoloft’s use in OCD. The basis 
for my affirmative conclusions about sertraline’s safety for use and 
effectiveness in use as a treatment for OCD are explicated in my 8/1/95 
approvable action memorandum. 


Post-approvable Action Issues and their Resolution; 


The approvable action letter (issued 8/1/95) informed Pfizer 
Pharmaceuticals that final approval of the Zoloft OCD effectiveness 
supplement was conditioned upon the acceptability of their response to a 
number of requests enumerated in our letter. 

In his comprehensive supervisory memorandum (9/30/96) recommending 
approval of the Zoloft OCD effectiveness supplement. Dr. Laughren reviews 
the regulatory issues pending at the time the approvable action was taken 
in regard to whether or not they have been satisfactorily resolved from 
the agency’s perspective. 

There are 3 issues concerning product labeling about which the sponsor 
and the Division review team have, despite extensive negotiations, failed 
to agree. In his memorandum. Dr. Laughren explicates the basis for these 
disagreements, and explains why he believes the Division Review Team’s 
position on them should prevail. 
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1 have discussed each of these issues in detail with Dr. Laughren, and I am 
persuaded that the Review Team’s proposals for labeling are preferable 
(more accurate, less misleading, and/or better substantiated by the 
evidence) to the firm’s. 

For the record, I should also note that I am in full agreement with the 
manner in which the Review team and Pfizer have resolved all other 
issuesi affecting the-final approval of the supplement. 

I note, in particular, that the evidence relied upon to support the text and 
placement of the sections of Zoloft product labeling about sertraline’s 
lack of effect on the clearance of two drug products metabolized by 
CYP450 3A4 derives from reports made in other supplements and/or 
submissions2 to the NDA. 

I take note also of the fact that the firm has agreed, as requested, to make 
commitments to 1) conduct a “relapse prevention trial, ” and to 2) 
conduct, and/or report the results of already completed, clinical trials 
evaluating sertraline’s safety and efficacy as a treatment for OCD in 
children and adolescents. 

Finally, I note that the set of reports ordinarily made by a sponsor 
following the receipt of an approvable action (i.e.. Safety Update, archival 
literature review and summary of adverse foreign regulatory actions) 
have, upon review, been found to provide no new evidence that would cause 
the Division to revise and/or substantively modify its conclusion that 
Zoloft will be safe for use and effective in use as a treatment for OCD 


t A minor concern that I had about the possible misinterpretation of a 
comparison of suicide rates in adults and children offered in the medical officer's 
review has been satisfactorily clarified by Dr. Laughren in his memorandum to the 
file of October 25, 1996. 

2 The matter of 3A4 enzyme inhibition was not immediately critical to the 
OCD approvable action decision. For technical regulatory reasons, however, it had 
to be considered in the approvable action letter because a "changes being effected" 
labeling supplement bearing on this PK/safety issue was pending at the time that 
action was taken. 
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provided that Zoloft is marketed under the conditions of use described in 
the version of labeling developed by the Division. Mention of this linkage 
is made in the approval action letter which advises the sponsor that 
marketing of Zoloft under labeling other than that incorporated in the 
approval action letter would make the product misbranded and subject it 
to a new drug charge. 

Approval in the ,. f.ace of unresolved disputes concerning drug 
product labeling: 

/ 

Although the labeling under which a new drug is marketed is viewed as 
“belonging to” the drug’s sponsor, the content of that labeling is 
ordinarily developed jointly by the agency's review team and the sponsor's 
representatives. Joint labeling development is the rule rather than the 
exception, not because FDA regulation requires it, but because experience 
has shown that joint development speeds the process of negotiation 
through which accurate and informative product labeling is ordinarily 
developed at the end of a review cycle. 

There are occasions, however, when, despite extended negotiations, 
agreement on the precise wording of one or more sections of labeling 
cannot be reached. In such circumstances, the agency has two choices: 1) 
to disapprove the application on the grounds that product labeling is false 
or misleading, or 2) to approve the application, but under a version of 
labeling that the agency determines will allow the product to be marketed 
under conditions that satisfy the requirements of law. The latter choice, 
in my view, is invariably superior to the former. 

I make note of this because the Division’s Review Team and Pfizer’s 
representatives, despite extensive efforts to resolve their differences, 
have failed to reach agreement on what I believe to be three relatively 
minor labeling issues. Two concern details about the texts best used to 
describe the clinical trials from which substantial evidence of 
sertraline’s effectiveness have been adduced. The third concerns whether 
or not the firm, in the absence of evidence from valid clinical trials, may 


3 presented in the Clinical Trials subsection of the Clinical Pharmacology 
Section 
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assert that sertraline, in extended use, has a sustained effect on OCD 
phenomena. 

In my judgment, the Division Review Teams’s proposed labeling is 
unquestionably more accurate and less subject to misleading 
interpretation than the firm’s. Moreover, I find nothing in the labeling 
text advanced by the Division Review Team that promotes anything that is 
at odds with the facts or undermining of the product. 

Accordingly, I have concluded that Pfizer’s OCD supplement should be 
approved, but under the labeling that has been developed by the Division. 

If Pfizer finds this version of labeling unacceptable, they are not 
compelled to market Zoloft for OCD. 

It is my understanding, in approving the supplement under these 
conditions, that the marketing of Zoloft under any labeling other than that 
attached to the approval action letter (with the obvious exception of 
currently approved product labeling) would be in violation of the 
requirements of the FD&C Act and would, therefore, be a basis for adverse 
regulatory action. 

Conclusion and Action: 

For the reasons explicated, I have determined that NDA 19-839/S002 may 
be approved under the conditions of use recommended in the version of 
labeling attached to the approval action letter that is issuing under my 
signature. 


Paul Leber, M.D. 
October 25, 1996 
cc 

NDA 19-839, HFD-1 20/DI V FILE 

HFD-100 Temple 

HFD-1 20 TLaughren/AMosholder 

HFD-1 20/B Roslof f/G Fitzgerald 

HFD-1 20/MZarifa/SBIum/PDavid 

HFD-713/TSahlroot 

HFD-860/RBawe]a/Slbrahim 
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NDA 
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MATERIAL SUBMITTED: 
DATE SUBMITTED: 
DATE RECEIVED: 
MEDICAL OFFICER; 
REVIEW COMPLETED: 


20-243 


Solvay Pharmaceuticals 
Fluvoxamine maleate (Luvox) 
Supplement 6 for Pediatric Labeling 
12/21/95 
12/26/95 


Andrew Mosholder, M.D. 
8/27/96 


Contents of Review 


Tab 77 


1.0 Material Utilized In Review 

2.0 Background 

3.0 Chemistry 

4.0 Animal Pharmacology 

5.0 Description of Clinical Data Sources 

6.0 Human Pharmacokinetic Considerations 

7.0 Review of Efficacy 

8.0 Review of Safety 

9.0 Labeling Review 

10.0 Conclusions 

11.0 Recommendations 


1.0 Material Utilized in Review 

1.1 Material from NDA/IND 

This review encompassed the 10 volumes of the 12/21/96 submission to NDA 20-243, supplement 
6. In addition, at my request conveyed by telephone on 8/26/96, Solvay FAXed EKG data regarding patient 
65856. 

1.2 Related Revie>^ 

Clinical review for NDA 20-243 by Dr. Gregory Dubitsky (10/22/93). 

2.0 Background 

2.1 Indication 

Obsessive-compulsive disorder (OCD), as defined in DSM-IV, involves either obsessions or 
compulsions that are severe enough to be time consuming or fiiat cause significant impairment or distress. 
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With respect to pediatric patients, recognition of the abnormality of these symptoms is not required for the 
diagnosis (unlike adults). 

Fluvoxamine is a selective serotonin reuptake inhtoitor currently marketed in the U.S. for the treatment 
of OCD. However, the current labeling for fluvoxamine does not incorporate any pediatric clinical data. At 
the time of approval in December 1994, Sotvay pledged to provide clinical data on the use of fluvoxamine in 
pediatric patients with OCO. 

Currently, two other drugs are approved for the treatment of OCD: fluoxetine (Prozac) and 
clomipramine (Anafranil), Of these two. only Anafranii labeling includes information on use in children and 
adolescents: In an 8 week controlled trial in patients aged 10-17 years, clomipramine treated patients 
achieved a mean decrease of 10 points on the Yale Brown Obsessive Compulsive Scale (YBOCS), compared 
to negligible improvement on average for placebo treated patients. 

2.2 Important Information from Related INDs and NDAs and from Pharmacologically Related Agents 

I am not aware of any critical data from these which would not be found in the present submission. 


2.3 Administrative History 

Solvay sponsors commercial IND 11,925 for fluvoxamine, under which studies of OCD and 
depression were conducted, NDA 19-189, which was not approved, provided for the use of fluvoxamine in 
depression, while NDA 20-243, approved on 12/5/94, provides for use of fluvoxamine to treat OCD. 

2.4 Directions for Use 

Current labeling for use in adults with OCD recommends a starting dose of 50 mg QHS, increased 
by 50 mg increments every 4-7 days to a suggested range of 100-300 mg/day. Doses above 100 mg daily 
should be divided. 

The proposed labeling for this supplement recommends a starting dose of 26 mg in pediatric patients 
(l,e., aged 8-17). The dose should be increased in 25 mg Increments every 4-7 days, up to a maximum of 
200 mg/day. Daily doses more than 50 mg should be divided, with the larger dose given at bedtime if the 
doses are unequal. 

2.5 Foreign Marketing 

Luvox is marketed in over 40 countries worldwide, with an estimated worldwide exposure of over 9 
million as of August 1 995 according to Solvay. No information on approval for pediatric u^e in other countries 
was provided in this supplement. 

3.0 Chemistry 

There are no applicable chemistry manufacturing and controls issues. To achieve dosing in 25 mg 
increments, the tablets, which are scored, will have to be broken. 

4.0 Animal Pharmacology 

Solvay conducted no new animal studies for this supplement. 

5.0 Description of Clinical Data Sources 

The clinical data source for Uiis supplement consists of a single study. Protocol RH 1 14.02.01 , which 
was a randomized, double blind, multicenter, ten week placebo controlled trial. 120 subjects with OCD, aged 
8-17 years, participated (57 received fluvoxamine and 63 placebo). The study is completed; however, an 
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There were no adverse drug effects noted for this system. 

8.2.4 Metabolic and Endocrine 

Weight loss was more frequently noted in the fluvoxamine treated group, and weight gain was more 
frequent in the placebo group. With a sample size this small, it is difficult to draw conclusions, but if this is 
a true drug effect it may be related to the gastrointestinal symptoms mentioned above such as anorexia. 

8.2.5 Musculoskelatal 

In the extension/humanitarian phase, one child had surgery for scoliosis and two children sustained 
fractures. These events do not appear drug related. 

8.2.6 Nervous 

Agitation, depression and insomnia were common and drug related adverse events. There was one 
premature discontinuation for a manic reaction and one for agitation; also, one subject in the 
extension/humanitarian phase was hospitalized at a psychiatric facility for suicidality. Agitation was not a 
common, drug related event in adult fluvoxamine clinical trials. Pediatric behavioral disturbances with SSRI 
compounds have been reported in the literature (for review, see DeVane CL and Sallee FR, J Clin Psychiatry 
1996 ; 57 : 55 - 66 ). 

8.2.7 Respiratory 

There were no adverse drug effects noted for this system. 

8.2.8 Dermatologic 

One subject dropped out for exacerbation of eczema. 

8.2.9 Special Senses 

There were no adverse drug effects noted for this system. 

8.2.10 Genitourinary 

Abnormal urinalyses were reported more frequently in the fluvoxamine group, as shown in the table 
of laboratory findings above. The specific abnormalities involved hematuria (attributed to menstruation), 
bactiuria and presence of white blood cells. These findings are. in my opinion, not likely to be drug related. 
Dysmennorhea was observed in 7% of females, but due to the small number of female subjects this figure 
represented only two patients. 

8.3 Summary of Key Adverse Findings 

In my judgement, the key adverse events associated with fluvoxamine in this study involve 
gastrointestinal disturbances, weight loss, and behavioral symptoms centering on activation, mania or 
agitation. However, it is difficult to draw firm conclusions about the adverse reaction profile in the pediatric 
age group when dealing with a sample this small. 

9.0 Labeling Review 

The proposed labeling includes an addition to the Clinical Trials subsection describing this study, 
including a table of results on the CGI similar to that appearing in the current labeling for adults. Also, the 
Pediatric Use subsection has been revised. Under Adverse Reactions, a "one percent' table of adverse event 
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incidence rates for this study has been added, and the Dosage and Administration section has been revised 
to include dosing recommendations that paralJel the dosing in this clinical trial. 

i propose adding a statement to the current Precautions/Activation of Mania/Hypomania subsection, 
as follows: “In a pediatric OCD clinical trial, 2 out of 57 (3.5%) of fluvoxamine treated patients experienced 
a manic reaction, compared to none out of 63 placebo patiente." 

Under Pediatric Use. I am not entirely comfortable with the statement that there were no observed 
differences in safety between children and adults. Generally, there seem to be more behavioral adverse 
events among the pediatric patients; also, weight loss was more prominent in the pediatric group. I propose 
adding a recommendation under Pediatric Use for monitoring growth in young patients: "Weight loss was 
observed in a few patients in the pediatric OCD study, therefore, regular monitoring of weight and growth is 
recommended if treatment of a child is continued long term." 

10.0 Conclusions 

This study provides evidence that fluvoxamine is effective in the treatment of children and adolescents 
with OCD. No critical safety findings emerged during this study that would preclude approval for this age 
group; however, the size of the study limits the degree of confidence regarding safety in this population. 

11.0 Recommendations 

With the slight modifications to the proposed labeling outlined above. I believe that this supplement 
can be approved. This supplement appears to fulfill the sponsor’s obligation under the recently revised 
Pediatric Labeling regulations (21 CFR 201.57. amended 12/13/94). 

Consideration should be given to asking Solvay for some additional information, such as a literature 
search regarding pediatric use of fluvoxamine. and a survey of their postmarketing spontaneous reports 
involving pediatric patients; the submission did not include such material. 


Andrew Mosholder, M.D. 
Medical Officer, DNDP 



NDA 20-243/SE5-006 
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SOIVAY PHARMACEUTICALS. INC. 92 

Report No'. CR 200.0116 


Protocol No. RH. 114. 02.01 
August 30, 1 995 


TABLE 34. 

Treatment Emergent Signs and Symptoms 
Intent-to Treat Safety Sample 

iCOWmUlD} 


COSTART Body SysKm and Preferred Term 



Fhivexemint 

PIsceba 

57 

83 



N 

% 

N 

% 

DIGESTIVE 

APPETITE INC 

0 

0 

2 

3.17 

DIARRHEA 

9 

15.79 

7 

11.11 

DYSPEPSIA 

8 

14.04 

4 

6-35 

FlATUl 

3 

5.26 

0 

0 

NAUSEA 

10 

1754 

13 

20.83 

NAUSEA VOMIT 

0 

0 

1 

1,59 

RECTAl OfS 

0 

0 

1 

1.59 

TOOTH CARIES 

0 

0 

1 

159 

TOOTH DfS 

0 

0 

t 

1.59 

VOMIT 

5 

8.77 

5 

794 

BODY SYSTEM TOTAL 

24 

42.11 

24 

38.10 

HEMATIC AND lYMPK 

ECCHYMOSIS 

2 

3.51 

0 

0 

EOSiNOPHILtA 

0 

0 

1 

1.59 

BOOT SYSTEM TOTAL 

2 

351 

1 

1.58 

METAfiOlIC ANO 

NUTRITIONAL 

WEIGHT DEC 

2 

3.51 

0 

0 

WEIGHT INC 

0 

0 

1 

1.5B 

BODY SYSTEM TOTAL 

2 

3,51 

1 

1.58 

MUSCUIOSXEUTAI 

ARTHRALGIA 

1 

1,75 

0 

0 

CRAMPS LEG 

0 

0 

1 

1-58 

MYALGIA 

1 

1.75 

2 

3.17 

MYASTHENIA 

0 

0 

1 

1.58 

BODY SYSTEM TOTAL 

2 

3,51 

4 

6.35 

NERVOUS 

AGITATION 

7 

1226 

2 

3.17 
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SOLVAY PHARMACEUTICAU, INC. 33 Protocol No RH 1 1 A 02 01 

200-0} 16 August 30. 1995 


TABU 34. 

Treatment Emergent Signs and Symptoms 
Intent to-Treat Safety Sample 

(CDMnwta 


COSTART Body System and Prefened Term 


DRPAM ABNORM 


SmCIOAliOEATION 


THINKING ABNORM 


BOOT SYSTEM TOTAl 


0 _ 

159 


7.S4 

6.35 



1.58 

1.59 

3.17 
0_ 

9.S2 

0__ 

7.9» 

3.17 
0 _ 

1.59 

1.S8 

0 


COUGH INC 


77 
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FEB S20I99J 

REVIEW AND EVALUATION OF CLINICAL DATA 

NDA 20-243 

SPONSOR: Solvay Pharmaceuticals 

DRUG: Fluvoxamine maleate (Luvox) 

MATERIAL SUBMITTED: Supplement 6 for Pediatric Labeling/Response to 
Approvable Letter 

DATE SUBMITTED: 12/13/96 Tab 78 

DATE RECEIVED: 12/16/96 

MEDICAL OFFICER: Andrew Mosholder, M.D. 

REVIEW COMPLETED: 2/12/97 


Background 

This supplement provides for pediatric use labeling for fluvoxamine maleate (Luvox), based on 
the results of a randomized controlled trial, study 1 14.02.01 . On 1 1/27/96 the Division sent 
Solvay an approvable letter for this supplement, and the present submission is Soivay's 
response, in the approvable letter, the Division proposed changes to the sponsor’s draft 
labeling, and requested a Phase IV commitment tor an efficacy study in adolescents. The latter 
request was made because of an age by treatment interaction noted in the results of study 
1 14.02.01 , in which there was little evidence for efficacy in the adolescent age group. Also 
requested was a safety update, a world literature update, a foreign regulatory update, and 
development of a 25 mg tablet strength. This submission contains the sponsor’s response to all 
of these points. 

Labeling 

1 . The sponsor has added the sources of starch, namely potato and com, to the inactive 
ingredients listed in the Description section. I see no objection to this, 

2. In the Clinical Trials section, the sponsor has made some editorial changes to the outcome 
classification tables, and has agreed to include language describing the age by treatment 
interaction. With respect to the latter, Solvay added some wording emphasizing the post hoc 
nature of this analysis. I find the sponsor’s proposed changes acceptable. 

3. Uunder Drug Interactions Solvay added the requested labeling regarding a putative interaction 
with sumaptriptan. 

4. Under Precautions/Activation of mania/hypomania, the sponsor has added “0=2" to show that 
the 4% incidence of mania represented two patients. I see no objection to this but favor 
providing the complete numbers for both drug and placebo. 
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5. As requested, Solvay has removed from the Adverse Reactions section the table of treatment 
emergent adverse event incidences in the pediatric study (formerly label 2A). In its place, they 
have simply listed the adverse events not already listed in the existing Table 2 for the adult 
studies, providing they occurred in at leas! two children and were more common with Luvox. 

Also listed are the adverse events more frequent in the placebo group, again providing that they 
occurred in at least two children, but I am not convinced this adds much of value. I have 
proposed some modifications to this section. 

it is of interest that in the adult studies, the incidence of agitation was 2% and 1% for 
fluvoxamine and placebo, respectively, while for the pediatric study, the corresponding 
incidences were 12% and 3%. That is, the risk ratio for adults was 2 and for children was 4. It is 
possible that this reflects a real difference in adverse reactions between adults and children. 
There is an emerging literature pointing to behavioral reactions to SSRI drugs in children (for a 
review, see Devane et al., J Clin Psychiatry 1996,57:55-66). This is also reflected in Pfizer’s 
recently submitted study of sertraline in the treatment of juvenile OCD. Here, the incidence of 
agitation was 13% in the sertraline treated children and 2.1% in the placebo treated children 
{p=.005). Comparable figures for the adult OCD studies with sertraline were 6% and 3%, 
respectively. 

It may be that this is a reaction to SSRIs that is more prominent in children than adults; further 
data would help clarify this. 

Safety Update 

Solvay provided safety data on the open label extension phases for the original study. There 
was a one year open label extension which enrolled 99 patients, designated study 114.02.01E. 
Subsequently, 21 of these patients received further open label fluvoxamine treatment in an 
extension protocol, designated 1 14.02. 01H. There were 12 premature discontinuations for 
adverse events and 4 serious adverse events during the first extension study 1 14/02.01 E, and a 
single premature discontinuation for an adverse event from the following study 114.02.01H. 
These cases are summarized in the sponsor’s table which is attached to this review. It will be 
seen that most of the reasons for discontinuation represent types of disinhibited behavior. One 
could speculate that fluvoxamine has a disinhibiting effect in children, and indeed there is some 
support for this from the controlled trial data about agitation, but absent a control group for 
comparison it is difficult to conclude anything from open label adverse event reports. 

At our request, Solvay provided additional information on 2 patients who discontinued 
prematurely from open label treatment (fax 2/12/97, to be submitted to NDA). Both patients had 
a variety of ECG abnormalities as read by the computer program. For patient 65815, these 
abnormalities were deemed to be insignificantly changed from baseline, although I noted that the 
patient's QTc interval increased from a baseline of 454 msec to 492 msec on fluvoxamine. For 
patient 65848, the ECG findings suggested right ventricular hypertrophy, but an echocardiogram 
failed to confirm this. Thus neither patient appeared to have important treatment emergent 
cardiac toxicity, despite the ECG abnormalities. 

Solvay also compiled all postmarketing reports through 12/2/96 involving fluvoxamine treatment 
of patients up to age 18 years. This yielded a total of 106 reports, including 39 serious adverse 
events and one death. 

The death occurred in a 10 year old boy who had been receiving fluoxetine for OCD and had 
been switched to fluvoxamine treatment (100 mg/d) for one week. He died suddenly and 
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unexpectedly; the autopsy revealed multifocal, probably viral myocarditis, and small coronary 
artery disease. While one could speculate that fluvoxamine treatment contributed in some way 
to this boy’s death, there seems to have been sufficient cardiac pathology to account for death 
regardless of drug treatment. 

Other notable adverse events included one case of toxic epidermal necrolysis in a 15 year old 
girl after 8 days of fluvoxamine therapy (case FLUV001 930086), and a case of erythema 
multiforme in a 7 year old boy (case FLU\/002950428), Toxic epidermal necrolysis and Stevens 
Johnson syndrome are both noted in the current fluvoxamine labeling under postmarketing 
reports. 

There was one case (FLUV002950163) designated as serotonin syndrome, in a 13 year old girl, 
treated with fluvoxamine for 4 days at 50-100 mg/d. She developed tremor followed by seizures; 
other symptoms included dyspnea, fever, sweating and abnormal gait. EEC and clinical 
laboratories were normal. She was admitted to the hospital and treated with diphenhydramine. 
Serotonin syndrome is not noted in the current Luvox labeling. 

In addition to the last case, there were 6 other case reports of convulsions. 

One 16 year old anorexic girl developed pancytopenia and sepsis while receiving fluvoxamine; 
this case was confounded by severe anorexia, however, which can affect the status of the bone 
marrow (case FLUV001 890637). 

Another interesting case described treatment emergent Tourette's syndrome in a 14 year old boy 
(case FLUV001949196). Notably, the TS symptoms resolved after discontinuing fluvoxamine 
but emerged again when the patient was rechallenged. After the second course of fluvoxamine 
was discontinued the TS symptoms again resolved. 

World Literature Update 

Solvay conducted a world literature search through 11/21/96 for articles dealing with pediatric 
safety of fluvoxamine. Their review team, lead by Dr. Eric Phillips, the Director of Drug Safety 
and Surveillance, found no additional information that would affect the conclusion that 
fluvoxamine is safe and effective in pediatric patients. A bibliography and selected reprints were 
supplied with the submission. Several of the publications represented case reports which 
Solvay provided under postmarketing reports. Although only a selected number of reprints was 
available to me, I am inclined to agree that no hitherto unsuspected concerns about use of 
fluvoxamine in children are represented in the literature. 

Miscellaneous 

Solvay would like to meet with the Agency regarding the best way to study the age interaction. 
With respect to the 25 mg dosage strength, this has apparently been approved but Solvay has 
not yet marketed it. Finally, regarding foreign regulatory actions, Luvox is not indicated for 
pediatric use anywhere in the world. 

Conclusions and Recommendations 

In my opinion, this supplement may be approved with some minor revisions to the sponsor’s 
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Andrew Mosholder, M.D. 
Medical Officer, DNDP 
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A t H/a B if U U 5 b tA ale. 

SUMMARY TABLE OF PATIENT NARRATIVES 
LUVOX® PEDIATRIC OCD EXTENSION STUDIES 


PATIENT 

number; 


GENDER; 


INVESTIGATOR'S TERM 

RSill 

OUTCOME 

PREMATURE WITHDRAWALS 

65130-E 

11 

F 

Caucasian 

Behavioral disinhibition. 

Midnight awakening 

50 

AE still present, no further 
treatment 

65148-E 

16 

M 

Caucasian 

Hypomania 

200 

AE still present, no further 
treatment 

65230-E 

8 

F 

Cauoasiarr 

Hyperactivity. Tiredness. 
Oiuiness 

100 

Recovered, no sequelae 
(hyperactivity). AE still present, 
no further treatment (tiredness, 
dizziness) 

65231-E 

11 

M 

Caucasian 

Hyperactivity 

200 

AE still present, no further 
treatment 

65253-E 

10 

M 

Caucasian 

Aggressive behavior 

150 

Recovered, without sequelae 

65B11-E' 

10 

M 

Caucasian 

Hyperaaivity 

150 

AE still present, no further 
treatment 

65815-E 

15 

M 

Caucasian 

Suicidal ideation. Suicidal 
gesture 

100 

Recovered, without sequelae 

658ie-E 

12 

M 

Caucasian 

Agitation 


Recovered, without sequelae 

65824-E 

14 

M 

Caucasian 

OifficuNy falling asleep 


AE still present, no further 
treatment 

65848-E 

IB 

M 

Caucasian 

Hyperactivity, oppositional 
behavior 


AE still present, no further 
treatment 

65853-E’ 

■a 


Caucasian 

Dangerous (behavioral) events 

200 

Not recorded 

65855-E 

a 

M 

Caucasian 

Gastrointestinal gas 

25 

AE still present, no further 
treatment 


SERIOUS ADVERSE EVENTS 


65S11-E’ 

IB 

M 

Caucasian 

Hospitalized for broken arm 

150 

Recovered, without sequelae 

85816-E 

n 

F 

Caucasian 

Hospitalized for elective 
suroerv to correct scoliosis 

0 

Recovered, without sequelae 

65853-E^ 

13 

M 

Caucasian 

Hospitalized for cracked ribs, 
fractured right elbow, amnesia 

200 

Recovered, without sequelae 
(ribs), AE still present, no 
further treatment (elbow), Not 
recorded (amnesia) 

66052-E 

15 

F 

Caucasian 

Hospitalized for anxiety and 
suicidal ideation 

200 

Not recorded 

HUMANITARIAN PREMATURE WITHDRAWALS 

65249-H 

IB 

F 

Caucasian 

Panic attacks 

150 

AE still present, no further 
treatment 


’ age at start of Core Study 

^ dose at first occurrence of adverse event leading to withdrawal 
’ serious adverse event and separate adverse event leading to withdrawal 
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DEPARTMENT OF HEALTH & tfUMAN SERVICES 


Public Health Service 

Food and Drug Administration 
Rockville MD 20857 


NDA 20-243/S-02J 

Solvay Pharmaceuticals 
Attention: J. Greg Perkins, Ph.D. 
Vice President Regulatory Science 
901 Sawyer Road 
Marietta, Georgia 30062 


Tab 79 

SEP 2 8 2(B0 


Dear Dr. Perkins: 

Please refer to your supplemental new drug application dated and received December 2, 1999, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Luvox 
(fluvoxamine maleale) 25 mg, 50 mg, and 100 mg Tablets. 

Additionally, we acknowledge receipt of your submissions dated May 3 1 , and June 30, 2000. 

Reference is also made to an Agency letter dated March 25, 1997, providing for the approval of 
supplemental application S-006 to use Luvox to treat obsessive compulsive disorder in the pediatric 
population. This letter also committed that Solvay explore further the effects of Luvox in obsessive 
compulsive disorder (OCD) patients between the ages of 1 2 - 1 7 years old as a Phase 4 commitment. 

We additionally refer to a series of faxes dated September 21, 24, and 26, 2000 in which labeling for 
this supplemental application, S-021, was agreed upon by Solvay and the Agency. 

This supplemental new drug application provides for revised labeling of Luvox based upon the 
results of a long-term, open-label safety study and a pharmacokinetic study in children and 
adolescents with OCD. 


We have completed the review of this supplemental application, as amended, and have concluded 
that adequate information has been presented to demonstrate that the drug product is safe and 
effective for use as recommended in the agreed upon enclosed labeling text. Accordingly, this 
supplemental application is approved effective on the date of this letter. 

Additionally, this data completely fulfills your Phase 4 commitment for S-006 as enumerated in our 
March 25, 1997, Agency letter. 

The final printed labeling (FPL) must be identical to the enclosed labeling (text for the package 
insert). 

Please submit 20 paper copies of the final printed labeling ten of which are individually mounted on 
heavy weight paper or similar material. Alternatively, you may submit the FPL electronically 
according to the guidance for indusUy titled Providing Regulatory Submissions in Electronic Format 
- NBAs (January 1 999). For administrative purposes, this submission should be designated "FPL 
for approved supplement NDA 20-243/S-021 ". Approval of this submission by FDA is not required 
before the labeling is used. 



531 


ATTACHMENT 
NDA 2®-243/S-021 

[Note: Below is the labeling for Luvox. This labeling was agreed upon by Solvay and the 
Agency in a series of faxes dated September 21, 24, and 26, 2000. The labeling is 
identical to your last approved labeling supplement, S-022, which was approved in an 
Agency letter dated August 9, 2000, except for the highlighted revisions. These revisions 
to labeling are based on the labeling changes proposed in your December 2, 1999 
submission (S-021) as well as labeling revisions requested in an Agency letter dated Jime 
1, 2000 (S-017). Double underline font denotes additions to the labeling, and strikeout 
font denotes deletions to the labeling.] 

LUVOX® 

(Tluvoxamine Maleale) Tablets 
25 mg, 50 mg and 100 mg 

DESCRIPTION 

Fluvoxamine maleate is a selective serotonin (5-HT) reuptake inhibitor (SSRI) belonging to a new 
chemical series, the 2-aminoethyl oxime ethers of aralkylketones. It is chemically unrelated to other 
SSRIs and clomipramine. It is chemically designated as 5-methoxy-4’- 
(trifluoromethyl)valerophenone-(E)-0-(2-aminoethyI)oxiroe maleate (1:1) and has the empirical 
formula C1SH21O2N2F3 GH4O4. Its molecular weight is 434.4. 

The structural formula is: 


H HCCOOH 


Fluvoxamine maleate is a white or off white, odorless, crystalline powder which is sparingly soluble 
in water, freely soluble in ethanol and chloroform and practically insoluble in diethyl ether. 

LUVOX® (Fluvoxamine Maleale) Tablets are available in 25 mg, 50 mg and 100 mg strengths for 
oral administration. In addition to the active ingredient, fluvoxamine maleate, each tablet contains 
the following inactive ingredients: camauba wax, bydroxyprc^yl melhylcellulose, mannitol, 
polyethylene glycol, polysorbate 80, pregelatinized starch (potato), silicon dioxide, sodium stearyl 
fumarate, starch (com), ;md titanium dioxide. The 50 mg and 1 OO mg tablets also contain synthetic 
iron oxides. 

CLINICAL PHARMACOLOGY 
Pharmacodynamics 

The mechanism of action of fluvoxamine maleate in Obsessive Compulsive Disorder is presumed to 
be linked to its specific serotonin reuptake inhibition in brain neurons. In preclinical studies, it was 
found that fluvoxamine inhibited neuronal uptake of serotonin. 
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It is likely that this experience significantly underestimates the degree of accumulation that might 
occur with repeated diazepam administration. Moreover, as noted with alprazolam, the effect of 
fluvoxamine may even be more pronounced when it is administered at higher doses. 

Accordingly, diazepam and fluvoxamine should not ordinarily be co-administered. 

Theophylline: The effect of steady-state fluvoxamine (50 mg bid) on the pharmacokinetics of a 
single dose of theophylline (375 mg as 442 mg aminophylline) was evaluated in 12 healthy non- 
smoking, male volunteers. The clearance of theophylline was decreased approximately three-fold. 
Therefore, if theophylline is co-administered with fluvoxamine raaleate, its dose should be reduced 
to one third of the usual daily maintenance dose and plasma concentrations of theophylline should 
be monitored. No dosage adjustment is required for LUVOX® Tablets. 

Warfarin: When fluvoxamine maleale (50 mg tid) was administered concomitantly with warfarin 
for two weeks, warfarin plasma concentrations increased by 98% and prothrombin times were 
prolonged. Thus patients receiving oral anticoagulants and LUVOX® Tablets should have their 
prothrombin time mora'tored and their anticoagulant dose adjusted accordingly. No dosage 
adjustment is required for LUVOX® Tablets. 

PRECAUTIONS 

General 

Activation of Mania/Hypomania: During premarketing studies involving primarily depressed 
patients, hypomania or mania occurred in approximately 1% of patients treated with fluvoxamine. 
In a ten week pediatric OCD study, 2 out of 57 patients (4%) treated with fluvoxamine experienced 
manic reactions, compared to none of 63 placebo patients. Activation of mania/hypomania has also 
been reported in a small proportion of patients with major affective disorder who were treated with 
other marketed antidepressants. As with all antidepressants, LUVOX® Tablets should be used 
cautiously in patients with a history of mania. 

Seizures: During premarketing studies, seizures were reported in 0.2% of fluvoxamine-treated 
patients. LUVOX® Tablets should be used cautiously in patients with a history of seizures. It 
should be discontinued in any patient who develops seizures. 

Suicide: The possibility of a suicide attempt is inherent in patients with depressive symptoms, 
whether these occur in primary depression or in association with another primary disorder such as 
OCD. Close supervision of high risk patients diould accompany initial drug therapy. Prescriptions 
for LUVOX® Tablets should be written for the smallest quantity of tablets consistent with good 
patient management in order to reduce the risk of overdose. 

Hyponatremia: Several cases of hyponatremia have been reported. In cases where the outcome 
was known, the hyponatremia appeared to be reversible when fluvoxamine was discontinued. 
The majority of these occurrences have been in elderly individuals, some in patients taking 
diuretics or with concomitant conditions that might cause hyponatremia. In patients receiving 
LUVOX® Tablets and suffering from Syndrome of Inappropriate Secretion of Antidiuretic 
Hormone (SIADH), displacement syndromes, edematous states, adrenal disease or conditions of 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 
Tab 80 CENTER FOR DRUG EVALUATION AND RESEARCH 


DATE: 

FROM: 


November 14, 1996 

Thomas P. Laughren, M.D. 

Team Leader, Psychiatric Drug Products 
Division of Neuropharmacological Drug Products 
HFD-120 




SUBJECT: Recommendation for Approvable Action for 
Luvox (fluvoxamine) for Pediatric OCD 


TO: File NDA 20-243/S-006 

[Note: This overview should be filed with the 12-21-95 
original submission.] 


1.0 BACKGROUND 

Luvox (fluvoxamine) is a selective serotonin reuptake inhibitor that was approved for the treatment 
of obsessive compulsive disorder (OCD) 12-5-94 (NDA 20-243). Supplement S-006 includes data 
from a single clinical trial supporting the use of fluvoxamine in the treatment of OCD in pediatric 
patients with this condition, in a dose range of 50-200 mg/day. 

Since the proposal is to use the currently approved Luvox formulations for this expanded population, 
there was no need for chemistry, pharmacology, or biopharmaceutics reviews of this supplement. 
Consequently, the focus was on clinical data. The primary review of the efficacy and safety data was 
done by Andrew Mosholder, M.D. fi-om the clinical group, and Japo Choudhury, Ph.D., from the 
Division of Biometrics also reviewed the efficacy data. 

This study, RH.l 14.02.01, was conducted under IND 1 1,925. The original supplement for OCD (S- 
006) was submitted 12-21-95. 

It should be noted that, at the current time, there are 5 drugs specifically approved for the treatment 
of obsessive compulsive disorder (OCD) in the US. The first of these to be approved was Anafiranil, 
a tricyclic antidepressant, and this was followed by the 4 SSRIs, 3 of which were originally approved 
and marketed in the US for the treatment of depression (Prozac, Paxil, and Zoloft). Luvox is 
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approved only for OCD. Of these 5 drugs, data were provided in support of the pediatric use in OCD 
only for Anafranil. 

Anafranil does not have a separate indication for OCD in pediatric patients, but rather, it has a 
general indication for OCD, along with a description of the clinical trial conducted in the pediatric 
age group with OCD under Clinical Pharmacology. This approach to labeling is in fact consistent 
with current thinking about OCD, i.e., an illness that typically has its onset in childhood and very 
often continues on into adulthood. It is widely believed to be the same condition in both adults and 
children, both phenomenologically and regarding response to pharmacological treatment. This view 
supports both our approach to labeling and also the acceptability of basing an expansion of the claim 
into the pediatric age range on a single efficacy study. 

We decided not to take this supplement to the Psychopharmacological Drugs Advisory Committee. 


2.0 CHEMISTRY 

Luvox is a marketed product, and there were no chemistry issues requiring review for this 
supplement. One possible concern, as noted by Dr. Mosholder, is the fact that the 50 mg tablet is 
currently the lowest available strength. While this tablet is scored, it would be necessary to break 
tablets to obtain 25 mg strengths to use during initial dosing and for upward titration. We may want 
to note this potential problem in the approvable letter. 


3.0 PHARMACOLOGY 

There were no pharmacology issues requiring review for this supplement. 


4.0 BIOPHARMACEUTICS 

There were no biopharmaceutics issues requiring review for this supplement. 


5.0 CLINICAL DATA 

5.1 Efficacy Data 

5.1.1 Snmmaiy of Study RH.114.02.01 

As noted, this supplement provided data for a single study. 
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This was a randomized, 20-center (all US), double-blind, parallel group, 10-week, flexible-dose 
study comparing fluvoxamine in a dose range of 50-200 mg/day vs placebo for the treatment of OCD 
in 120 pediatric outpatients, ranging in age from 8-17 and meeting DSMIIIR criteria for OCD. In 
addition to meeting diagnostic criteria, patients were required to (1) have at an NIMH-OC score of 
at least 7 and a C-YBOCS score of at least 15, at both screening and baseline visits, and (2) have a 
Children’s Depression Rating Scale (CDRS) score of < 40 at screening and baseline. In addition, 
they could not meet diagnostic criteria for Tourette’s Disorder, other major Axis 1 disorders, or 
mental retardation. 

The study began with a 1-2 week single-blind placebo phase, and was followed by the 10-week 
double-blind treatment phase. The initial dose was 25 mg in the evening, and dosage was 
subsequently titrated, in increments of 25 mg q 3-4 days, up to a maximum dose of 100 mg bid, 
presumably to maximize efficacy and tolerability. The minimum dose was to be 50 mg/day. Dosing 
was on a bid schedule. An open label extension followed the double-blind phase for responding 
patients, and nonresponding patients could enter this phase after 6 weeks. 

Efficacy assessments included: (1) C-YBOCS; (2) NIMH-OC; (3) CGI severity and improvement 
ratings for OCD. Assessments were done at baseline and at the ends of weeks 1, 2, 3, 4, 6, 8, and 
10. 

We focused on 4 key efficacy variables: (1) change from baseline in the C-YBOCS total score, 
NIMH-OC score, CGI severity score, and (2) CGI improvement score. 

Patients were approximately 47% female, predominantly white, and the mean age was 13. The age 
distribution was roughly 50:50 between the 8-1 1 and 12-17 age ranges. The treatment groups were 
comparable at baseline on the demographic and key efficacy variables. 

There were 57 patients assigned to fluvoxamine and 63 to placebo. Of the placebo patients, 57% 
completed to 10 weeks, compared to 67% of fluvoxamine patients. There was a distinct dropoff at 
week 6, at which time nonresponding patients could enter the open label phase. The mean 
fluvoxamine dose for completers to week 10 was 156 mg/day. 

The sponsor used a 2-way ANOVA as the primary analysis. Dr. Choudhury conducted alternative 
analyses for several of these variables. 

The results of this study are summarized in tables on pages 10-1 1 of this memo, i.e., a summary of 
the significance of pairwise comparisons by week for LOCF and OC of the intent-to-treat sample 
on p. 10 and a summary of effect sizes for the 4 key variables, as measured by difference between 
drug and placebo in mean scores at week 1 0, on p. 11. 

Fluvoxamine was superior to placebo on reduction of C-YBOCS score in the LOCF analyses and 
also the OC analyses up through week 6. The OC analyses were not significant at weeks 8 and 10. 
This outcome may have resulted from dropouts due to nonresponse from the placebo group at week 
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six, since the protocol provided for such patients to enter the open extension at that point. In fact, 
more patients dropped from the placebo group for lack of effect than from the fluvoxamine group. 
In addition, an analysis of dropout cohorts by Dr. Choudhury suggested that, at the point of dropout, 
fluvoxamine patients were always doing at least as well as placebo patients, and generally better. 
Thus, this loss of significance in the OC analysis late in the trial is less troubling. 

However, a more troubling finding for the C-YBOCS variable was an interaction based on an age 
grouping. The sample was divided into 2 groups, i.e., 8-11 (n=44) and 12-17 {n=76) for this 
analysis. For the 8-1 1 group, the outcome was still highly significant in favor of fluvoxamine. 
Indeed, for the LOCF analysis at week 1 0, the mean reduction from baseline for fluvoxamine was 
almost 1 0 units on the C-YBOCS compared to slightly less than 4 units for placebo. On the other 
hand, for the 12-17 group, the group having a larger n, there was no statistically significant 
difference between fluvoxamine and placebo. For the LOCF analysis at week 10, the mean change 
from baseline for fluvoxamine was only 4 units on tbe C-YBOCS compared to slightly less than 4 
units for placebo. Thus, the placebo response was roughly the same in the two subgroups, but a 
treatment effect was apparent only in the 8-1 1 age group. 

For the NIMH-OC variable, the outcome favored fluvoxamine over placebo on both the ANOVA 
and also on 2 nonparametric tests that may have been more valid, given the non-normal distribution 
of the data. Again, there was some loss of significance for the OC analysis late in the trial, likely 
due to the reasons given earlier. 

For the CGI Improvement and Severity scores, fluvoxamine was also favored over placebo, for both 
LOCF and OC analyses, except late in treatment. The loss of significanee for the OC analysis late 
in the trial was again likely due to the reasons given earlier, 

Impression : Overall, I consider this a positive study, providing support for the effectiveness of 
fluvoxamine as a treatment for OCD in a pediatric population. The one troubling finding was the 
strong interaction on the basis of age, with a strong effect in the 8-1 1 age group and essentially no 
demonstrable effect in the 12-17 age group. 

5.1.2 Comment on Other Important Clinical Issues Regarding the Efficacy of Luvox for 
Obsessive Compulsive Disorder in Pediatric Patients 

Evidence Bearing on the Question of Dose/Response for Efficacy 

There were no data specifically pertinent to the question of dose dependency for effectiveness in this 
supplement. While the mean dose for completers to 10 weeks was 156 mg/day in study 1 14, this 
finding is difficult to interpret, since the tendency in the somewhat artificial circumstances of a 
flexible dose clinical trial is to push patients to the highest tolerable dose. Thus, it seems reasonable 
to recommend 50 mg as the initial target dose for fluvoxamine in pediatric patients with OCD. 
However, it also seems reasonable to recommend 200 mg/day as the maximum recommended dose 
and suggest that, although not proven, some patients may benefit from doses above 50 mg/day. 
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Clinical Predictors of Response 

The patients in this trial were almost all Caucasian, so a subgroup analysis on this variable was not 
possible. 

A gender by treatment analysis revealed no statistically significant interaction, however, there was 
a tendency for male patients to do better than female patients early in the trial. 

As noted earlier, there was a significant age by treatment interaction, revealing a highly significant 
drug effect in the 8-1 1 group and essentially no effect in the 12-17 group. 


Overall, there was a roughly 3 unit difference between fluvoxamine and placebo in reduction from 
baseline on the C-YBOCS, for LOCF at week 10. If one focuses on the 8-1 1 subgroup, where the 
drug effect was most prominent, the difference was 6 units. Changes of this magnitude are generally 
consistent with what has been seen with other drugs recently approved for OCD, and I believe that 
the Solvay has met the test of law in demonstrating that fluvoxamine has anti-OCD activity in this 
pediatric population. However, this is not a cure for this condition. As Dr. Mosholder pointed out 
in his review, a majority of patients at the end of the trial would still have been eligible for study 
entry based on their C-YBOCS scores, despite having experienced a significant reduction in their 
level of symptoms. 


No data were provided in this supplement to address the question of long-term effectiveness for 
OCD in this population. However, the sponsor has underway a relapse prevention trial in adults that 
is adequate by design to address this issue, and if that study is positive, 1 think it would be reasonable 
to extrapolate to the pediatric population. In the meantime, the labeling for Luvox acknowledges 
the absence of sufficient relapse prevention data generally, yet suggests that it would not be 
unreasonable to continue responding patients beyond the acute treatment phase. 

5.1 .3 Conclusions Regarding Efficacy Data 

I believe that Solvay has provided evidence for the effectiveness of fluvoxamine in the treatment of 
OCD in pediatric patients with this disorder. Given the general view that OCD is essentially the 
same disorder in adults and children, 1 consider one study sufficient to support extrapolation of the 
claim into the pediatric age group. The one troubling and puzzling finding here is the strong age by 
treatment interaction observed in this study. This finding is puzzling since it would be unusual to 
see the kind of discontinuity in effect that this finding suggests. If fluvoxamine works in adults and 
in children aged 8-11, why should it fail to work in adolescents. 1 still believe that the study as a 
whole must be considered positive, since the hypothesis was that fluvoxamine has an anti-OCD 
effect in the age group studied, i.e., 8-17, and, overall, that hypothesis was supported. The apparent 
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lack of an effect in the 12-17 age group is a post hoc finding that essentially generates an additional 
hypothesis, i.e., that fluvoxamine may not be equally effective in all age groups. As such, it needs 
to be addressed, certainly by further inquiry, and probably in labeling as well. 

We will ask Solvay in the approvable letter to further explore this finding with the data available in 
this study. One possible explanation is lack of compliance in the adolescent population. Another 
possibiltiy is to look at the characteristics of the adolescents recruited to see if anything about them, 
e.g., associated psychiatric illnesses, would predict a poorer response. We will ask Solvay to 
examine whatever records are available from this study to try to assess compliance and any other 
predictors of poor response. 

In the meantime, however, I think it would be reasonable to allow an extension of the claim by 
permitting this trial to be described in the Clinical Trials section of Clinical Pharmacology. 

5.2 Safety Data 

Since Luvox has been available in the US for the treatment of OCD in adults for approximately 2 
years and elsewhere for the treatment of depression and OCD for much longer, our approach to the 
safety data was, in part, to compare the findings from the relatively small pediatric OCD database 
with the databases for depression and OCD. Dr. Mosholder concluded that Luvox is acceptably safe 
for use in the treatment of OCD in the pediatric age group, and 1 agree with that conclusion. 

The safety data for this review were derived entirely from study 1 14 which, as described above, was 
a 10-week, placebo controlled flexible dose study involving 57 pediatric patients exposed to 
fluvoxamine in a dose range of 50-200 mg/day. The cutoff date for the study report for 114 was 
August, 1995. No analysis of postmarketing reports for Luvox related specifically to the treatment 
of pediatric patients with OCD was included in this supplement. 

The mean age of patients in this study was 13, with roughly half in each of 2 age groups (8-11 and 
12-17). Patients were also distributed roughly 50:50 by gender. The mean dose for fluvoxamine 
completers was 156 mg/day. 

There were no deaths in this study, and no serious events in the short-term phase. None of the 4 
serious events reported in fluvoxamine patients during the extension phase could be reasonably 
considered drug-related. 

The overall pattern of dropouts was as expected, with about twice the rate of dropouts for lack of 
efficacy among placebo patients (35%) compared to fluvoxamine patients (16%). Three 
fluvoxamine patients (5%) discontinued for adverse events compared to 1 placebo patient (2%). One 
of the fluvoxamine dropouts was for a manic reaction and one for agitation, anxiety, impulsivity, and 
decreased attention span. 
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The common and drug-related adverse events overall from study 1 1 4 (incidence >5% and at least 
twice the placebo rate) included: agitation, anorexia, depression, dysmenorrhea, dyspepsia, 
flatulence, hyperkinesia, insomnia, rash, and somnolence. This list overlapped to some extent with 
the adverse events associated with Luvox in the adult depression and OCD databases. 

Explorations of data from study 1 14 for laboratory, vital signs, and ECG variables, did not reveal 
any consistent findings for fluvoxamine. 

In conclusion, the safety experience for Luvox in pediatric patients with OCD did not reveal any 
adverse findings that are unique for this population and none that would preclude its use in this 
population. Of note, there were 3 fluvoxamine patients who met criteria for potentially clinically 
significant weight loss compared to none for placebo. Also, as noted, there was one dropout for each 
of agitation and manic reaction among fluvoxamine exposed subjects. 

We have requested a safety update in the approvable letter, including an update on spontaneous 
reports, particularly for adverse events pertinent to the use of Luvox in a pediatric population. 

5.3 Clinical Sections of Labeling 

We have made several changes in the clinical sections of the draft labeling that is included with the 
approvable letter. The explanations for the changes are provided in bracketed comments in the draft 
labeling. 1 will briefly note here several of the more critical issues needing modification: 

-1 modified the description of the clinical study in pediatric OCD, by noting the significant age 
interaction. 

-Solvay had wanted a specific indication for pediatric OCD, however, given the general view that 
OCD is essentially the same disorder in adults and children, I don’t see any Justification for such a 
claim. Rather, it is more appropriate to support an expanded claim by permitting a description of 
the additional pediatric study in the Clinical Trials subsection, as has been done. 

-I added a statement summarizing the findings pertinent to the induction of mania from the pediatric 
OCD study to the mania statement under Precautions. 

-Under Pediatric Use in Precautions, I added a class statement recommending monitoring of weight 
and growth in children treated chronically with SSRIs, given the general finding of appetite 
suppression and weight loss with this class of drugs. 

-Solvay had proposed the addition of a separate adverse events incidence table for study 114. 
However, I did not add that table, since the overall profile of adverse events for that study was 
similar to that seen in the adult studies, as labeling already acknowledges. 1 do not feel that this table 
contributes sufficient new information to justify its considerable length. Rather, I have asked them 
to prepare a brief subsection noting any important differences between tables 2 and 2A, similar to 
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the subsection noting the differences between the OCD studies and the pooled OCD and depression 
studies in adults. 

-Finally, 1 have added Solvay’s proposed changes in the Dosage and Administration section to 
accomodate the expanded OCD claim, vrith essentially no modification. 


6.0 WORLD LITERATURE 

A literature review regarding the use of Luvox for the treatment of OCD in the pediatric population 
was not included as part of this supplement. We will ask for a literature review on this topic in the 
approvable letter. 


7.0 FOREIGN REGULATORY ACTIONS 

Luvox is marketed in a number of countries around the world for the treatment of depression and 
OCD, and in the US for the treatment of OCD. To my knowledge, it is not yet marketed anywhere 
for the treatment of OCD in the pediatric age group. We will ask for an update on the regulatory 
status of Luvox for OCD in the pediatric age group in the approvable letter. 


8.0 PSYCHOPHARMACOLOGICAL DRUGS ADVISORY COMMITTEE (PDAC) 
MEETING 

We decided not to take this supplement for the use of Luvox in the treatment obsessive compulsive 
disorder in the pediatric age group to the PDAC. 


9.0 DSI INSPECTIONS 

DSI’s current policy is to not conduct routine inspections for supplemental indications, but rather, 
only if there is some specific concern that would justify an inspection. There were no such issues, 
consequently none of the study sites for the key trial supporting the extension of the OCD claim into 
the pediatric age group have been inspected. 


10.0 LABELING AND APPROVABLE LETTER 

10.1 Final Draft of Labeling Attached to Approvable Package 

Our proposed draft of labeling is attached to the approvable letter. As noted, we have made several 
changes to the sponsor's draft dated 12-21-95. 
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10.2 Foreign Labeling 

Luvox is not marketed anywhere at this time for the treatment of OCD in the pediatric age group. 

10.3 Approvable Letter 

The approvable letter includes draft labeling and requests for a safety update, a literature update, a 
regulatory status update, a commitment to further explore the age interaction observed in study 114, 
and a recommendation for a 25 mg strength. 


1 1 .0 CONCLUSIONS AND RECOMMENDATIONS 

I believe that Solvay has submitted sufficient data to support the conclusion that Luvox is effective 
and acceptably safe in the treatment of OCD in the pediatric age group. The concern about the 
possibility of differential effectivenss on the basis of age in the pediatric population needs to be 
further explored, but I don’t think that concern should preclude the extension of the claim into the 
pediatric population overall. I recommend that we issue the attached approvable letter with our 
labeling proposal and the above noted requests for updates and further explorations of the age 
interaction, in anticipation of final approval. 


cc: 

OrigNDA 

HFD-120 

HFD- 1 20/TLaughren/PLeber/AMosholder/PDavid 


DOC: MEMLVOCD.AEl 
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Summary of Significance Levels^ {2-Sided) for Pairwise 
Comparisons (Fluvoxamine vs Placebo) in Study 114 

Key 

Fluvoxamine vs Placebo 

Outcome 


Variables 

Week^ 


1 2 3 4 6 8 10 

C-YBOCS^ 


LOCF 

* + ** + _ * 

OC 

it + ★ -jk __ _ 

CGI Severity^ 


LOCF 

+ + * + ** + 

OC 

+ + ** + _ _ 

CGI Improvement^ 


LOCF 

it ik nk it 4* 

OC 

it it ik it it _ » 

NIMH-OC^ 


LOCF 

it 't ★ St it 

OC 

t * * * t - - 


1 * = p < 0.05 

t = p < 0 . 10 
- = p > 0.10 

2 End of weeks 1, 2, 3, 4, 6, 8, and 10 

3 p-values for this variable based on 2-way ANOVA 

4 p-values for this variable based on Block-Wilcoxon Test 


10 






543 


Size of Treatment Effect in Study 114 

CGI Improvement Score 

Group 

Baseline^ 

Wk 10 

Difference^ 

Placebo 


3 . 8 


Fluvoxamine 

- 

3.1 

0 . 7 

1 C-YBOCS Score | 

Group 

Baseline^ 

BL - Wk 10^ 

Difference^ 

Placebo 

24 

- 3 


Fluvoxamine 

24 

- 6 

3 

1 NIMH-OC Score | 

Group 

Baseline^ 

BL - Wk 10^ 

Difference^ 

Placebo 

9.4 

- 1.1 


Fluvoxamine 

9.5 

- 2.0 

0.9 

1 CGI Severity Score | 

Group 

Baseline^ 

BL - Wk 10* 

Difference® 

Placebo 

4-7 

- 0.4 


Fluvoxamine 

4.8 

-0.9 

0.5 


1 Baseline score not relevant for this variable 

2 Difference between drug and placebo in mean CGI Improvement 
score at week 10 

3 Mean score at baseline 

4 Mean Change from baseline to week 10 (LOCF) 

5 Difference in mean change from baseline to week 10 endpoint 
(LOCF) between fluvoxamine and placebo 
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REVIEW AND EVALUATION OF CLINICAL DATA 

Tab 81 


APPLICATION INFORMATION 
NDA# 

Sponsor: 

DRUG NAME 

Generic Name: 

Trade Name: 

DRUG CHARACTERIZATION 

Pharmacological Category: 

Proposed Indication: 

Dosage Forms, Strengths & 
Routes of Administration: 

REVIEWER INFORMATION 

Clinical Reviewer: 

Review Completion Date: 


19-839, Supplement # 02 
Safety Update 

Pfizer, Inc. 

Sertraline Hydrochloride 
Zoloft* 

Selective serotonin reuptake inhibitor 
Obsessive Compulsive Disorder 

Marketed 50 and 100 mg Tablets 

James F. Knudsen, Ph.D., M.D. 
March 28,1996 
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1.2 Related Reviews 

NDA #19-839 Sertraline in the treatment of depression 

NDA #1 9-839/S-002 Sertraline in the treatment of obsessive compulsive disorder (OCD) 

2.0 Background 

Supplement S-002 to NDA 19-839 for ZolofI® (sertraline) tablets in the treatment of OCD vras 
submitted on May 14, 1992 and included data from 2 placebo-controlled studies 371/372 and 
237/248 and one uncontrolled study #494. Data from a third placebo-controlled study (protocol 
546) were submitted on January 13, 1994. The clinical review of the application was completed on 
March 1, 1995. An approvable letter was sent on August 1, 1995. The present submission is a 
safety update report and includes routine clinical data collected from the OCD NDA submitted on 
May 14, 1992 plus data from an additional group of OCD patients who participated in sertraline 
studies subsequent to the OCD NDA cut-off date of April 17, 1991 and up through June 30, 1995, 
the cut-off date for this safety update. 

In addition, the sponsor has submitted a separate pediatric/adolescent section which includes 
safety data collected in completed pediatric/adolescent OCD studies as of the data cut-off of June 
30, 1995. For both the adult and pediatric/adolescent studies, serious adverse experiences were 
in a database that included all completed as welt as ongoing studies as of the cut-off date for the 
safety update of June 30, 1995. 

2.1 Indication 

Sertraline is a selective serotonin reuptake inhibitor (SSRI) marketed in the United States for the 
treatment of depression and more recently approved for the treatment of OCD in adults. 

2.2 Related INDs and NDAs 

Unchanged froth those noted in the original OCD NDA submission. 

2.3 Administrative History 
The following is a brief history. 

August 1, 1995 Correspondence stating application for sertraline in treatment of OCD was 
approvable. 

August 1 0. 1 995 Pfizer's letter of intent to file an amendment to S-002. 

December 7, 1995 Amendment including safety update to S-002 submitted. 

2.4 Proposed Direction for Use 

The text from the Division’s August 1, 1995 draft of labeling was included in section 1 (volume 1) 
of this safety update submission and is not repeated in the present review of safety data. 
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Percentage of Patients Dropping out In Adult PCD Placebo-Controlled Trials 



SERTRAUNE 

PLACEBO 


(N=533) 

(N=373) 

Psychiatric Disorders 



Insomnia 

2.6 

0.8 

Somnolence 

1.9 

0.3 

Gastro-Intestinal Disorders 



Nausea 

2.8 

0.3 

Diarrhea 

2.1 

0.8 


Adapted from Sponsoi's Table 32. Vol. 2, P. 341 . 

Pooled data from 237/248. 371/372 (weeks 1-12). 546. 495 and 336. 


In both the original OCD NDA database and this safety update database, adverse events 
associated with dropouts in sertraline-treated patients were concentrated mainly in the psychiatric 
and gastrointestinal systems. 

The table which follows displays those adverse events most frequently associated with dropouts 
(in the placebo-controlled OCD trials) in at least 1% of sertraline-treated patients and at least twice 
the placebo rate in the pediatric/adoiescent OCD database. 

Percentage of Patients Dropping Out From Pediatric/Adolescent OCD 
Placebo-Controlled Trials 



Sertraline 

(N=92) 

Placebo 

(N=95) 

Psychiatric Disorders 

Agitation 

3.3 

0.0 

Insomnia 

2.2 

1.1 

Concentration impaired 

2.2 

0.0 


Adapted from Sponsoi's Table 61, Vol. 2, P. 473. 
Data from placebo-controlled study number 498. 


The adverse events most frequently associated with dropouts were grouped with psychiatric 
disorders. 

The adverse events associated with discontinuations in the adult OCD database were most 
frequently reported to be gastrointestinal and psychiatric side effects, whereas, in the pediatric 
database the most frequently occurring adverse events were psychiatric in nature. 

8.4 Other Specific Search Strategies 
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8.4.1 Serious Adverse Events 

As of the OCD safety update cut-off date of June 30, 1995, 1,581 aduK patients in completed and 
ongoing studies had received treatment with sertraline; 426 with placetm and 308 vrith active control 
dnjgs. There were 30 reports (2%) of adverse experiences reported as serious in sertraline-treated 
patients compared to 11 reports (3%) in the placebo treatment group and 8 (3%) patients in the 
active-control group and 8 patients on blinded therapy for which the blind had not been broken. 

In the completed and ongoing studies of the pediatric/adolescent OCD program, serious adverse 
experiences wrere reported in 16 (7.3%) of 220 sertraline-treated patients and none of the 95 
placebo-treated patients. 

Narrative summaries of drop-outs due to medical events were reviewed for serious adverse events. 
No additional serious adverse events were located. 

Serious adverse events possibly or probably related to sertraline will be discussed under specific 
subsections of this safety review. Events not related, in my opinion, to sertraline use are tabulated 
and appear in the table of serious events not considered drug-related (Appendix 8.7). 

8.4.2 Search for Emergence of SuicidalKy 

There were no reports of completed suicides in either the adult OCD database (N=1581) or the 
pediatric/adolescent database (N=220). The table which follows summarizes the incidence of 
serious adverse experiences associated with suicidality in the adult and pediatric/adolescent 
database. 


Summary of Suicidality in All AduK and Pediatric/Adolescent OCD Studies 
(cut-off date June 30, 1995) 


Protocols 

Treatment 

Groups 

N 

Attempts 

Gesture 

Ideation 

Total 

Suicidality 

(%) 

Adult 

Sertraline 

1581 

2 

1 

6 

0.6% 


Placebo 

426 

0 

0 

1 

0.2% 

Active 

Control 

308 

3 

0 

0 

0.1% 

Pediatric/Adolescent 

Sertraline 

220 

1 

2 

3 

3.0% 


Placebo 

95 

0 

0 

0 

0.0% 


When results are expressed as percent of patient per treatment group and as a function of 
exposure to treatment (incidence per patient exposure year) the incidence of suicidality was 
0.035/PEY for the adult sertraline-treated group (PEY=225.7) compared to 0.25PEY for the 
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pediatric/adolescent group (PEY=24.37). The final adult CXID database compares favorably with 
that of the original OCD NDA report of less than 1% incidence of suicidality in sertraline-treated 
patients. In the small pediatric/adolescent pooled population of OCD patients, the incidence of 
suicidality in sertraline-treated patients was five fold greater than the aduH OCD sertraline-treated 
patients. A summary of the medical history of the 6 pediatric/adolescent cases is located in 
appendix 8.4.2. 

Of the 6 cases, 3 occurred in protocol 525, 2 in protocol 536 and 1 in protocol 550. The one 
placebo reported case occurred in protocol 498. There were 3 males and 3 females. The mean 
age of the sbc patients was 14 years (range 8-17 years). Four of the 6 were reported to have a 
comorbid diagnosis of major depression. Four of the 6 patients had received a maximum dose of 
200mg prior to the report of suicidality, which occurred over a wide range of days, (8 to 136 days 
of sertraline exposure). The one placebo-trealed patient (protocol 498) of which there is limited 
data had a report of suicidal ideation classified as mild in intensity (date from table 60. p. 470 in 
volume #2). 

Suicidal acts or emergence of suicidal thoughts in depressed patients treated with other SSRIs 
have been discussed and revealed no association with an increased risk (Beasley et al .. BMJ 
303:685,1991). Obsessive compulsive disorder has a substantial comorbidity with major 
depression and other anxiety disroders (Weissman etal . J Clin Psychiatry 55:3(Supp.).5:1994) and 
depression is an important risk factor for suicide. Before receiving sertraline, 4 of the 6 pediatric 
patients had a comorbid diagnosis of major depression and therefore may have been more suicidal 
at start of treatment. Similar cases of self-injurious ideation or behavior have been reported in 
fluoxetine-treated young OCB patients (10 to 17 years old). Four of the 6 had major risks for self- 
destructive behavior including depression (King et al . J. Am. Acad Child Adolesc Psychiatry 
30:179,1991.) 

8.5 Other Safety Findings 

8.5.1 Adverse Events Incidence Table 

Appendix Table 8.5.1. 1 is the safety update table which displays the adverse events occurring at 
a rate of 1% or greater in the adult sertraline-treated OCD patients in the combined placebo- 
controlled clinical trials. The table is ordered from the system with the most frequently reported 
adverse experiences to the system with the fewest reports of experiences. Long-term date from 
the 40-week continuation phase of protocol 371/372 are not included in this table. The incidence 
of adverse experiences differed only slightly depending on whether the date included weeks 1-12 
or weeks 1-52 from this protocol which was discussed in the original OCD NDA. 

All adverse experiences wihether observed or listed by the investigator or reported by the subject 
were recorded in CRFs. All adverse experiences were included in this section wrhether or not the 
investigator deemed them to be related to the study medication. The adverse experiences wrere 
auto encoded from the investigator’s term to body system and preferred term using the WHO-AE 
dictionary. Each adverse experience was only counted once for a given subject, regardless of the 
number of times a given adverse experience was reported. For patients with more than one 
treatment-emergent adverse experience with the same prefened term, the events with greater 
severity or more probable relationship to the medication was chosen. 
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Common and Possible Sertraline-Related Adverse 
Experiences in Placebo-Controiled Pediatric/Adolescent OCD Studies 
(Protocol 498) 


Adverse Experiences 

Sertraline 

Placebo 


(N=92) 

(N=95) 


% 

% 

Psychiatric 

Insomnia 

37 

13 

Nervousness 

15 

6 

Agitation 

13 

2 

Central and Peripheral 
Nervous Systems 

Dizziness 

12 

6 

Hyperkinesia 

9 

4 

Tremor 

6 

0 

Gastro-Intestinal 

Nausea 

17 

7 

Anorexia 

13 

5 

Body As A Whole 

Fatigue 

8 

2 

Skin and Appendages 

Rash 

5 

1 


Commonly occurring adverse experiences in the sertraline pediatric/adolescent treatment group 
not reported at a comparable rate in the adult OCD group were; nervousness, agitation, 
hyperkinesia, fatigue and rash. Whereas, in the adult OCD's sertraline treatment group the 
commonly occurring adverse experiences not reported at a comparable rate in the 
pediatric/adolescent treatment group were: decreased libido, ejaculatory failure, diarrhea, 
dyspepsia, and increased sweating. 

Evidence of Dose-Relatedness to Certain Adverse Experiences 

The muKi cents- outpatient study 371/372 was a fixed-dose study (50,1 00 or 200mg/day or placebo) 
and included a 12-week treatment phase followed by an add'rtional 40 weeks of double-blind 
treatment for responders. These data were discussed in the original OCD NDA. To summarize, 
4 adverse experiences showed a statistically signrficanl doserelated increase in incidence. These 
were: ejaculation failure, tremor, dyspepsia and yawning. The adverse experience profile during 
the long-term treatment phase of this protocol (1-52 weeks) was similar to that of the 1-12 week 
exposure. In addition to the 4 adverse experiences (ejaculation failure, tremor, dyspepsia and 
yawning) which showed a statistically significant dose-related increase in incidence during weeks 
1-12, two other adverse expeirences showed a dose-related increase during weeks 1-52, namely 
an increase in weight and sweating. 
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10.0 Conclusions 

The safety profile of sertraline in the safety update compares favorably with the safety 
profile previously established in the OCD NDA for the daily dose range 50 to 200. The 
majority of side effects in clinical trials were psychiatric and gastrointestinal in nature, 
transitory and mild or moderate in severity. 

The safety profile of sertraline in pediatric OCD patients was similar to the safety profile 
in the adult OCD patients with some exceptions. Adverse events associated with 
discontinuations in the pediatric database were most frequently psychiatric in nature 
and included agitation, insomnia, concentration impairment and nervousness. In the 
adult OCD database discontinuations were associated with, for the most part, different 
psychiatric adverse events than the pediatric patients (insomnia, somnolence and 
anxiety) and in addition, gastrointestinal side-effects (nausea, diarrhea). Dose 
reduction in these children may have ameliorated some of the behavioral side-effects. 

The incidence of suicidality was higher in the pediatric/adolescent database than the 
adult OCD database and may be a result of psychiatric/neurologic comorbidity (major 
depression) in the former group. The incidence of seizures was higher in the 
pediatric/adolescent group than adult OCD group and with the data available does not 
appear causally related to the sertraline use. The incidences of clinically significant 
laboratory abnormalities (transaminase, cholesterol, uric acid analytes) were similar in 
the pediatric/adolescent and adult OCD groups and consistent with the current product 
labeling. 

The overall incidence of clinically significant vital sign measurements was similar in the 
pediatric and adult databases. Although the incidence of vital sign abnormalities, 
particularly decreased diastolic blood pressure measurements, was higher in the 
pediatric database. There were no serious adverse experiences associated with the 
decreased blood pressure. 
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11. Recommendations 

There are no safety issues that would preclude approval of this safety update. 


cc: Original NDA 19-839 
Div. File HFD-120/ 

/CSO/PDavid/ 

/Tlaughren/ 

/JKnudsen/ 


Mames F. Knudsen, M.D., Ph.D. 
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PUBLIC HEALTH LINK 

Tab 82 

To: Directors of Public Health of PCTs to forward to: 

• All GENERAL PRACTITIONERS - please ensure this message is seen by al! practice nurses and non- 
principals working in your practice and retain a copy in your Tocum information pack'. 

- Deputising services 

- Community Paediatricians 

- Project manager/Nurse lead in Walk in Centres 

- Lead nurses in PCTs to forward to school nurses and young people's health services 

- Leads at nurse-led PMS Pilots 

- PCT Pharmaceutical Advisers to forward to community pharmacists 

- PCT Prescribing Advisers 

To: Medical Directors of NHS Trusts to forward to: 

- Consultant psychiatrists 

- Consultant paediatricians 

- Nurse Executive Directors of NHS Trusts and Mental Health Trusts and NHS Trusts with Child and 
Adolescent Mental Health Services 

- Trust Chief Pharmacists to forward to Medicines Information Pharmacists 
Cc: 

- Regional Directors of Public Health 

- Directors of Public Health of Strategic Health Authorities to forward to: SHA pharmaceutical advisers 
and SHA lead nurses 

- UK CMOS 

- Chairmen of Professional Executive Committee 

From: Professor Gordon Duff, Chairman - Committee on Safety of Medicines 

Date: 1 0th December 2003 

Reference: CEMyCMO/2003/20, Gateway ref: 2369 

Category: "^URGENT MESSAGE** 

**PLEASE ACTIVATE THE CASCADE ** 


Dear Colleague 

SELECTIVE SEROTONIN REUPTAKE INHIBITORS - USE IN CHILDREN AND 
ADOLESCENTS WITH MAJOR DEPRESSIVE DISORDER 

I wrote to you in June and September to inform you that paroxetine and the related 
antidepressant, veniafaxine should not be used to treat depressive illness in children and 
adolescents under the age of 1 8 years. Since then the Expert Working Group of the Committee 
on Safety of Medicines (CSM) has completed its review of the safely and efficacy of the SSRI 
class in the treatment of paediatric major depressive disorder. 

On the basis of this review of the available clinical trial data, CSM has advised that the balance 
of risks and benefits for the treatment of major depressive disorder (MDD) in under 1 8s is 
judged to be unfavourable for sertraline, citalopram and escitalopram and unassessable for 
fluvoxamine. Only fluoxetine (Prozac) has been shown in clinical trials to have a favourable 
balance of risks and benefits for the treatment of MDD in the under 1 8s. 

In adults, on the basis of evidence to date, the benefits of treatment are considered to outweigh 
the risks for all SSRIs. 
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Like paroxetine and venlafaxine, none of these drugs has ever been licensed for use in depressive 
illness in under 1 8s but we know they are used in this age group outside their licensed 
indications. Sertraline and fluvoxamine are licensed for treatment of obsessive compulsive 
disorder (OCD). This new advice does not relate to use in OCD. 

Summary of advice 
In patients under 18 years old: 

* Paroxetine, venlafaxine, sertraline, citalopram and escitalopram are now contraindicated in 
paediatric MDD in the under 18s. 

* There are no data on the safety and efficacy of fluvoxamine in paediatric MDD. Safety and 
efficacy in adults cannot be extrapolated to those under 1 8 and therefore this product should not 
be used in this age group. 

* The balance of risks and benefits of fluoxetine in the treatment of MDD in under 18s appears 
to be favourable. 

General prescribing advice for paroxetine, venlafaxine, sertraline, citalopram escitalopram 
and fluvoxamine: 

1 . These products should not be prescribed as new therapy for patients under 1 8 years of age 
with depressive illness. 

2. If your patient is being successfully treated with any of these products, then the normal 
completion of the planned treatment course should be considered as an option in the 
management of the illness. 

3. If your patient is not doing well on any of these products, change of treatment should be 
considered. 

4. A decision to prescribe any of these for paediatric MDD, for example if a patient is intolerant 
to fluoxetine, should only be made with specialist advice and after careful consideration of all 
available information. 

Fluoxetine does not have a marketing authorisation for MDD in under 1 8 year olds. However 
the CSM has considered the clinical trial data and advised that the balance of risks and benefits is 
favourable. Again, a decision to prescribe fluoxetine for paediatric MDD in a patient under 1 8 
should be made with specialist advice. 

Stopping SSRIs 

No SSRi should be slopped abruptly. Gradual decrease in dose may be required, particularly for 
venlafaxine and paroxetine. Information on what to expect when stopping individual products is 
already present in product information. 

Further information 

1 . Attached is an overview of the regulatory status of these products and the advice of CSM. 

We fully appreciate the need for prescribers to have access to the data supporting the regulatory 
decisions and to this end we have published on the Medicines and Healthcare products 
Regulatory Agency (MHRA) website two further levels of detailed information. One contains a 
summary of the safety and efficacy data for each product in paediatric MDD and the other 
describes the individual trials reviewed by the CSM. This information is provided to enable 
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prescribers to make informed decisions on the management of their paediatric patients who may 
already be receiving treatment with SSRIs or who may need pharmacotherapy for MDD. 

2. A leaflet for patients about SSRIs and depression is also attached. 

3. Further information for prescribers and patients including questions and answers and the 
SSRl fact sheet issued together with Current Problems in Pharmacovigilance in September 2003 
is available on the website of the MHRA ( http://www.mhra.gov.uk ). 

Please report any suspected adverse reactions to SSRIs via the Yellow Card reporting scheme to 
theCSM/ MHRA. 

Should you require any additional information, please telephone 020 7084 2000 at the MHRA. 


Professor Gordon Duff 

Chairman - Committee on Safety of Medicines 
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Leaflet for patients 
SELECTIVE SEROTONIN REUPTAKE INHIBITORS 

USE IN CHILbREN AND TEENASERS WITH DEPRESSION 

Doctors have been told that some medicines used to treat depression in adults 
(SSRIs) ore not suitable for use in children and teenagers under the age of 18 years to 
treat depression. This note is to explain what it's all about. 

What are SSRIs? 

SSRIs are medicines that ore mostly used to treat depression. Some of them have 
other uses as well, for exomple to treat obsessive compulsive disorder. This note is 
just about the treatment of depression. It is nothing to do with obsessive compulsive 
disorder. 

The following medicines are SSRIs: 

• Sertraline (commonest brand Lustral) 

• Citalopram (commonest brand Cipramil) 

• Escitalopram (commonest brand Cipralex) 

• Paroxetine (commonest brand Seroxat) 

• Fluoxetine (commonest brand Pro 2 ac) 

• Fluvoxamine (commonest brond Faverin) 

Also there is a similar medicine called 

• Venlofaxine (commonest brand Efexor ER) 

So what's new? 

For any medicine, a balance has to be made between any harmful effects of taking a 
medicine and whether it will make you better. This is known as the balance of the 
improvements against the side effects (or in other words, the good against the harm). 

A group of experts, called the Committee on Safety of Medicines, advises the 
Government on the safe and effective use of medicines. It has looked at the results 
of research on these medicines in children and teenagers with depression. For 
sertraline, citalopram and escitalopram. the experts have decided that these 
medicines moy do more harm than good in the treatment of depression in under 18s. 
(Previously the experts have also decided that paroxetine and venlofaxine may do more 
harm than good as well.) For fluvoxamine the experts could not make a decision as 
there is no proper research in children and teenagers with depression. Only one 
medicine, fluoxetine, seems to do more good than harm for the treatment of 
depression in the under 18s, 
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What docs this mean? 

Doctors have been told that, for children and teenagers with depression, 

* Seroxot (poroxetine), Efexor (venlafaxine), Lustral (sertraline), Cipromil (citalopram) 
and Cipralex (escitalopram) 

- should not be used in children and teenagers. 

* Faverin (f luvoxamine) 

- should not be used because there has been no proper research in this age group. 

* Prozac (fluoxetine) 

- Can be used in children and teenagers. 

What does this mean for me? 

* If you ore being treated with any of these medicines at the moment and you ore 
doing well on the medicine then you can finish the tablets you've got, if you and your 
doctor think that this is a good idea, 

* If you are being given ony of these medicines at the moment and you are not doing 
well on the medicine, then you should talk to your doctor about a change of treatment. 

* If you have recently become depressed and you need a medicine your doctor should 
avoid giving you Seroxot, Efexor, Lustral, Cipralam, Cipralex or Faverin, if he/she 
possibly can. 

* If your doctor thinks thot he needs to give you one of the medicines listed above, 
soy if you don't feel well taking fluoxetine, he or she will only do this if they are a 
specialist or if a speciolist hos said it's OK. 

Why is Prozoc OK? 

The group of experts has looked at the research with Prozac and decided that on 
balance it does more good than harm in most of the under 18 s. 

If you are depressed and under 18 your doctor will ask a specialist before he or she 
gives you Prozac and will only give it if the specialist has said that it's OK. 

Stopping SSRI medicines 

You should not suddenly stop taking these medicines. The dose needs to be lowered 
slowly especially if you are taking the ones called Efexor or Seroxot. 

Further information 

Further information on your medicine can be found in the patient information leaflet 
which accompanies the medicine. 

Further explanations of the new advice can be found on the website of the MHRA at 
httD://www.mhra.QOV.uk/ 
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Tab 83 

Efficacy of Paroxetine in the Treatment of Adolescent 
Major Depression: A Randomized, Controlled Trial 

MARTIN B. KELLER, M.D., NEAL D. RYAN. M.D.. MICHAEL STROBER. Ph.D.. RACHEL G. KLEIN, Ph.D., 
STAN P. KUTCHER. M.D., BORIS BIRMAHER. M.D., OWEN R. HAGINO. M.D., HAROLD KOPLEWiCZ. M.D.. 
GABRIELLE A. CARLSON. M.D.. GREGORY N. CURKE. Ph.D., GRAHAM J. EMSLIE, M.D.. 

DAVID FEINBERG, M.D.. BARBARA GELLER. M.D., VIVEK KUSUMAKAR, M.D„ 

GEORGE PAPATHEODOROU. M.D.. WIUIAM H. SACK. M.D.. MICHAEL SWEENEY. Ph.D., 

KAREN DINEEN WAGNER. M.D., Ph.D.. ELIZABETH B. WELLER. M.D.. NANCY C. WINTERS. M.D.. 
ROSEMARY OAKES. M.S.. and JAMES P. McCAFFERTY. B.S. 


ABSTRACT 

Objective; To coiT^}are paroxetine wttfi placebo and imipranune with placebo tor the treatment of adolescent depression 
Method: After a 7- to 1 4>day scTewing period. 275 adolescents with depression began 8 weeks of doubie^ind parox- 

etine (20-40 mg), imiprarr^w (gradual upward titration to 200-300 mg), or placebo The t«o primary outowne measures 
were endpoint re^x^se (Harrutton Rating Scale for Depression (HAM-0) score or ^0% reduction in baseline HAM-D) 
and change from baseline HAM-0 score. Other depressiort-r^ed variables were (1) HAM-O depressed mood item; (2) 
depressiOT item of the ^hedule for Affective Disorders and Schm^^verxa tor Adoiescents-Ufebme version (K-SADS-L); (3) 
Clinical Global Impression (CGI) improvement scores of 1 or 2; (4) nir>e-item depression subscale of K-SADS-L: and (5) 
mean CGI improvement scores. Results: Paroxetine demonstrated significantly greater improvement compared with 
placebo in HAM-D total score £8. HM4-D depressed mood item. K-SADS-L depressed mood item, and CGI score of 1 or 2. 
The response to tmipramme was not significantly different from placebo for any measure. Neither panxretine ncx iroipramine 
differed significantly from placebo on parent- or self-rating measures Withdrawal rates for adverse effocts were 9.7% and 
6.9% fcx paroxetine and placebo, respectively Of 31 .5% of subjects stt^pmg imipramine therapy because of adverse effort, 
hearty one fttird did so because of adverse cardiovascufar effects. Conclusions: Paroxetine is generally well tderated and 
effective far major depression in adolescents J Am Acad. Child Addesc Psychiatry. 2001. 40(7)762-772. Keywords: 
paroxetine, imiprarrvne. major depression, adolescent. 


Areepied Ftbruafy 15. 2001. 

Fnm the Dtpariment of Ptyehurry and Human Behavior. Brown Univmtty. 
Pnvuienet. RI (Dr. Ktller); Defartmentof Pryrhuitrj. Umvemn of Pmsburfh 
School of Mtdieini(Dn. Ifyan, Birmaher); UCLA Mf^a! Center (Dn. Strober. 
Fetnberfj-, New york Vmveniry Child Study Center (Dn. Klein. Koplewtcz): 
Department of Ptychiatry. Dalheiate Univeniry, Halifax. Neva Seetta (D' 
Kuteher); Department of Ptychiatry, Univenity of Pcnniylvanta. Philadelphia 
(Dr. Hapno); Department of ChiU and Adolescent Psychutry. State University 
of New York at Stony Brook (Dr. Carlton); Center for Health Reieanh. Portland, 
OR (Dr. Clarke): Department of Psychiatry. University of Texas Southu/estem 
Medical Center. Dallas (Dr. Emslie); Department of Psychiatry, ^'athmpon 
Untversiey School of Mtduine. St. Louis (Dr. CtUer): Deparnnem of Psychiatry. 
Grace- 1 WK Hospsiai, Halifax. Nova Scotia (Dr. Kutumakarj. Dcpartnieni of 
Psychiatry, Sunnybrook Health Scienet Centre. Universtty of Toronto (Dr 
Papatheodorou); Deparrment of Psychiatry, Oregon Health Sciences Vnit^tty. 
Portland (Dn. Sack. Winters); New York State Psyehiatrse Jnststuse. New York 
(Dr. Sweeney): Department of Psychiatry and Bdunnoral Sciences. University of 
Texas Medical Branch, Galveston (Dr. Wagner); Department of Psychiatry. 
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The treatment of depression in adolescents is an area of 
burgeoning interest. Unfortunately, few well-controlled, 
large-scale, randomized clinical trials have been conducted 
in this population. Data from the 1.769 adolescents and 
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young adult participants in the National Comorbidity 
Survey (Kessler and Walters, 1998) indicate a lifetime {wev- 
alence rate of 15.3% for major depression, comparable 
with the 17% lifetime prevalence of depression in adults 
(Kessler ct al., 1994). As with ^ults, the course of rrujor 
depression in adolescents is often characterized by pro- 
tracted episodes, frequent recurrence, and impairment in 
social and academic domains (Rao ct al., 1995). Suicide is 
the third leading cause of death in adolcsancs. and depres- 
sive disorders are strongly correlated with suicide anempts 
(Eisenberg, 1984; Kovacs ct al., 1993). Depressed adoles- 
cents grow up to be depressed adults and, compared with 
healthy controls, have higher rates of suicide, psychiatric 
and medical hospitaiizacions, and impairment in work, 
family, and social lives (Weissman et al.. 1999). 

The efficacy of tricyclic antidepressants has been inves- 
tigated in at least 11 double-blind, randomized studies 
(Dulcan et al., 1998; Ryan and Varma, 1998), none dem- 
onstrating superiority of aaive treatment over placebo. 
However, methodological deficiencies in these studies, 
including very small sample sizes and diagnostic heteroge- 
neity, limit statistical inference and gencralizabilit)' of the 
findings. At the same time, cardiovascular effects and 
lethality in overdose associated with the tricyclic agents 
have greatly limited their use in clinical praaicc. 

Since the selective serotonin reuptake inhibitors (SSRis) 
became commerdally available, the safety, tolerabilit)’, and 
efficacy of these agents in treating major depression in 
adolescents have been noted in several open-label reports 
(Ambrosini ct al., 1999; Apeer et al.. 1994; Masi et al., 
1997: McConville et al., 1996; Rey-Sanchez and 
Gutierrez-Casares, 1997; Rodriguez-Ramos ct al.. 1996; 
Simeon ct al., 1998), Placebo-controlled trials, which 
remain die standard against which efficacy is determined, 
number only two, both with fluoxetine (Emslie ct al.. 
1997; Simeon et al., 1990). A small study by Simeon and 
associates (1990) negative. In contrast, a large-scale 
trial by Emslie and colleagues (1997) showed a 23% drug- 
placebo difference in overall clinical improvement. The 
findings of a third study, which used a historical case- 
control design (Scrober et al., 1999), suggested greater effi- 
cacy of fluoxetine compared with imipraminc in a severely 
ill. inpatient population of adol«cencs with major depres- 
sion. We now report principal findings from the first dou- 
ble-blind. placebo-controlled comparison of an SSRl. 
paroxetine, and a placebo-controlled comparison with a 
tricyclic antidepressant, imipraminc, in the treatment of 
adolescents with major depression. 
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PAROXETINE FOR ADOLESCENT DEPRESSION 

METHOD 
Study Design 

This was an 8-weck. muJticentcr. double-blind, randomized, parallel- 
design comparison of paroxetine with placebo and imipraminc with 
placebo in adolescents with major depression. The trial was con- 
ducted at 10 centers in the United States and 2 in Canada. Four hun- 
dred twenty-five subjects were screened for cligibilirt', and 275 
Hibjecfs were randomly assigned to expcrimeniaj ircatmcnt. The trial 
was conducted in accordance with good clinical practices and the 
Helsinki Declaration. All subjects and their parentis) provided 
written informed consent before entrv' into the study; the identity of 
ail subjects is completely blinded in this report. Funding for this 
study was provided by GlaxoSmithKline; each author had access to 
dau and signed off on the manuscript before it was submitted for 
puUication. 

Patient Eligibility 

Male and female subjeas. aged 12 through 18 years. fiilBIling the 
DSA/- (American Psychiatric Association. 1994) criteria for a cur- 
rent episode of major depression of at least 8 weeks in duration were 
enroll^. Major depression was diagnosed by a s^^tematic clinical inter- 
view which used the juvenile version of the Schedule for Affective 
Disorders and Schizophrenia for Adolescents-Lifetime version (K- 
SADS-L) rating scale. The K-SADS-L was developed by one pf the 
authors (R.G.K.) through modification of the adult SADS assessment 
technique (Endicoti and ^itzer, 1978) by providing uniform anchors 
so that symptoms were specifically rated for clinical relevance and by 
adding items to generate DSAZ-TV diagnoses. The K-SADS-L uses 
arate patient and parent reports lo assess lifetime presence of affeaive 
and s^izophrenic disorders, as well as the fidl range of childhood and 
adolescent psychopathoiogicai conditions. In addition to fulfilling 
DSM-fVdntni for major depression, subjects were required to have a 
total score of at least 12 on the t7>icem Hamilton Rating Scale for 
Depression (HAM-D). a score of less than 60 on the Children's Global 
Assessment Scale, and a score of at least 30 on the Peabody Picture 
Vocabulary Test. Ail subjects were medicallv healthy 

Potential subjects in the study were screened initially by telephone, 
and candidates who were considered likely to meet diagnostic criteria 
were evaluated at the study sue. Adolescents and parents were inter- 
viewed separately. For those cases in which there existed a significant 
discrepancy between information provided by the adolescent and 
information provided by the parent, the clinician met with both to dis- 
cuss (he information obtained and then rendered a rating. Eli^ble sub- 
jects and their parcnt(s) were required to reach agreemcnr with the sire 
investigator that the subject had a disorder requiring treatment. In 
cases in which the diagnosis was not certain, audiotapes of the screen- 
ing interview w ere to be reviewed and rhe diagnosis was to be verified 
further by an independent expert from another participating site prior 
to cerrifring study eligibility. 

Subjects With a current or lifetime DSM-IV diagnosis of bipolar 
disorder, schizoaffective disorder, eating disorder, alcohol or substance 
use disorder, obsessive-compulsive disorder, autism/pervasive devel- 
opmental disorder, or organic brain disorder were excluded from con- 
sideration. A diagnosis of posttraumatic stress disorder within 12 
months of recruitment was also exclusionary, as was current suicidal 
ideation with intent or specific plan, a history of suicide attempts by 
drug overdose, any medical condition in which the use of an antidc- 
prosant was contraindicated, current psychotropic drug use, an ade- 
quate trial of antidepressant medication within 6 months of study 
entry, or exposure to investigational drug use either within 30 days of 
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stud)' entry or within five ha!f-iives of the drug. Females who were 
pregnant or breastfeeding and those who were sexually acttve and n« 
using reliable contraception were also excluded. 

Blinding. Randomization, and Treatment 

Ail subjects underwent a 7- to 14-day screening phase to determine 
persistence and severity of entry diagnostic and eligibility criteria and 
to obtain baseline global functioning scores, physical examination, and 
clinical laboratory studies. Placebo was not administered during (he 
screening phase. By means of a computer-generated list, subjects who 
still met entry criteria were randomly assigned to an 8-week course of 
irearmeni with paroxetine, imipramine, or placebo in a 1:1:1 ratio. 
Tablets were overencapsulated in matching Supro B locking ca{Kuies lo 
preserve medication blinding. Subjects assigned to paroxetine treat- 
ment received 20 mg/day in the morning for weeks 1 through 4. 
Optional dosage increases to 30 mg of paroxetine per day (divided 
dose) were allowed at week 5 and to 40 mg pier day (divided dose) at 
weeks 6 throu^ 8 if deemed necessary by the treating dmteian. Imi- 
praminc treatment was initiated with a forced titration schedule in 
which subjects received daily doses of 50 mg during week 1, 100 mg 
during week 2, 150 mg during week 3. and 200 mg during week 4. 
Thereafter, optional dosage increases to 250 mg/day (during week 5) 
and to 300 mg/day (during weeks 6 throi^h 8) were allowed if judged 
necessary by the research study clinician. Imipramine administration 
was divided between morning and evening for all daily dose of 100 
mg or greater. 

Subjects were instruaed to rake their medication Twice daily, once in 
the morning and ^ain in the evening. The number of active drug or 
matched placebo capsules administer^ per day was identical for each 
treatment group during forced titration. During weeks t and 2, sub- 
jects in the pMOxetine or imipramine groups received one active drug 
capsule in the morning and one aciise drug or matched pbcebo cap- 
sule in the evening. Subjecu in the placebo group received one capsule 
in the morning and one in the evening. During week 3. subjects 
received one active drug capsule in the morning and rwo aaive drug or 
matched placebo apsules in the evening. At week 4. subjects received 
one active drug capsule plus one marched pbcebo capsule in the morn- 
ing and (WO aaive drug or matched pbcebo capsules in the evening. 
Beginning at week 5. subjects either rernained at the week 4 dose level 
(i.e.. four apsules per day) or were titrated upward to five or six cap- 
sules per day. Subjects who completed the study were offered the 
option of conctnuing blinded treatment at the same dose for 6 addi- 
tional months. If subjects withdrew from rhe study prematurely for 
any reason, the dose of mediation was gradually tapered over a 7- ro 
17-day period. 

Supportive case management was provided to all subjects at ach 
weekly clinic visit according to the method described by Fawcett 
et al. (1987). Such management was limited to psychosocul inter- 
action that enabled observation of tratment effects. Interpersonal or 
cognitive-behavioral psychotherapeutic interventions were strictly 
prohibited. 

Efficacy and Safety Evaluation 

After randomization, subjoms were seen at weekly intervals and eval- 
uated with standardized instruments and global assessments for effi- 
cacy. The protocol described two primary outcome measures; { I ) 
response, which was defined as a HAW-D score of 58 or a 550% 
reduaion in baseline HAM-D score at the end of treatment; and (2) 
change from baseline in HAM-D total score. Five other depression- 
relared variables were declared a priori: (1) change in the depressed 
mood item of the HAM-D; (2) change in the depression item of the 
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K-SADS-U (3) Clinical Global Impression (CGI) improvement scores 
of I (very much improved) or 2 (much improved); (4) change in the 
nine-item depression subsesje of the K-SADS-L; and (5) mean CGI 
improvement scores. 

Assessment of multiple domains of functioning, general health, and 
behavior consisetd of { 1 ) Autonomous Funaion Checklist, completed 
by the parent, which assessed the subject's autonomy in performing 
daily activities (Sigafoos ct ai., 1988): (2) Self-Perception Profile, com- 
pleted by the subjea to measure self-esteem (Harter. 1988); and (3) 
Sickness Impan Scale, completed by the subject, to measure present 
health and quality of life (Benner ct al., 1981). 

Adverse events, heart rate, blood pressure, and body weight were 
determined at each weekly visit. Rhythm strip electrocardiograms 
(ECGs) were obtained at each visit, and 12-lead ECGs were obtained 
durit^ the screening phase and at weeks 4 and 8. Routine clinical lab- 
oratory' studies were conducted during the screening phase and at week 
8, or upon study withdrawal. 

If changes in ardiovascular parameters occurred, then dosage 
reduaions were required. Doses were reduced by 10 mg for paroxetine 
doses of 30 mg or 40 mg; subjecu receiving 20 mg of paroxetine were 
withdrawn from the study. Similarly, imipramine doses of 250 mg or 
300 mg per day were reduced by 50 mg. and subjects receiving <200 
mg of imipramine were withdrawn from the study. Cardiovascular 
parameters necessitating dosage reduction or study withdrawal were 
defined prospectively as hart rate 51 10 beats per minute (bpm) at two 
consecutive visits or heart rate 5130 bpm at a single visit; systolic 
blood pressure >140 mm Hg or diastolic blood pressure >85 mm Hg: 
PR interval 50.21 seconds: QRS interval 50.12 seomds and 5150% 
of baseline; or QTc interval 50-48 seconds. 

Blood samples were obtained from alt patients at weeks 4 and 8 for 
determination of plasma concentrations of imipramine, desmethyli- 
mipramine (the major, pharmacologically active metabolite of imi- 
praminc). and paroxetine. Subjects were withdrawn from the study if 
the combined imipramine and desmeihylimipiamine concentration 
exceeded 500 ng/mL. 

Statistical Methods 

A sample size of 90 patients per arm was required to provide 
approximately 80% power to detect an eFecc size of 0.4 between an 
active regimen and placebo with an a level of 5% (two-tailed). The 
change from baseline in the HAM-D total score was used. 

The efficacy analyses were performed on the population of 
patients who were randomized and had at least one posrbaseline effi- 
cacy evaluation. Two datasets from this population were examined: 
(1) a last observation arried forward dataset in which the last obser- 
vation on treatment w-as carried forward to estimate missing data for 
patients who withdrew prior to completing 8 weeks of treatment, 
and (2) a completer dataset that examined results in patients who 
received study medication for the foil 8 weeks. Missing data were not 
estimated for the completer dataset. 

Continuous variables, such as changes from baseline to endpoint in 
the HAM-D total score. CGI improvement scale, and K-SADS-L. 
were analyzed by a two-facior analysis of variance using the ^ncral 
linear model procedure of the Statistical Anaj)^is System (SAS). The 
model included terms for irearmmt and investi^tor. Categorical var- 
iables. such as percentage of subjects responding to tratment. were 
analyzed with logistic analysis implemented in the categorical mod- 
eling procedure (CATMOD) of the SAS; the model included effects 
for investigator and treatment. Pairwise comparisons between each 
active tratment and placebo were two-uiled and performed at an a 
level of .05. Data are reported as least square mans (tSD or SE). 
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RESULTS 

Trearmenr groups were similar with regard to demo- 
graphic characteristics and psychiatric profile (Table 1). 
Most subjects had a first-degree relative with major 
depression and were experiencing their first episode of 
major depression. The mean duration of the current 
depressive episode was more than 1 year, with a mean 
baseline HAM-D total score between 18 and 19. Features 
of melancholic or endogenous depression were exhibited 
by 35% to 40% of patients, and 20% had features of 
atypical depression. Despite exclusion criteria that lim- 
ited many comorbid conditions, psychiatric comorbidity 
was common. Comorbid anxiety disorders, such as sep- 
aration anxiety and social anxiety disorder, and external- 
izing disorders were present at the time of screening in 
19% to 28% of subjects. 

Premature Discontinuation 

A total of 190 subjeas (69% of 275) completed the 8- 
week study. Premature withdrawal rates were 24% for 
placebo, 28% for paroxetine {p = .60 versus placebo), and 


PAROXETINE FOR ADOLESCENT DEPRESSION 

40% for imipramine {p = .02 versus placebo). Premature 
study discontinuation due to adverse effects occurred at a 
rate of 6.9% in the placebo group. Study withdrawal due 
to adverse effeas was the most common reason for dis- 
continuation in the paroxetine (9.7%: p - .50 versus 
placebo) and imipramine (31.5%; /> < .01 versus placebo) 
groups, respcCTivciy. Cardiac adverse effects consisting of 
tachycardia (8 patients), postural hypotension (2), pro- 
longed QT intervals (2), arrhythmia (I), atrioventricuiar 
block (I), abnormal ECG (1), cxtrasystolc (1), and hyper- 
tension (1) led to withdrawal among 14% of subjeas in 
the imipramine group (13 subjects). Protocol violation, 
including lack of compliance, was the most common rea- 
son for withdrawal in the placebo group (8.0%). 

Efficacy Results 

Of the depression-related variables, paroxetine sep- 
arated statistically from placebo at endpoint among four 
of the parameters: response (i.e., primary outcome mea- 
sure). HAM-D depressed mood item. K-SADS-L 
depressed mood item, and CGI score of 1 (very much 


TABLE 1 


Demographic Characteristics arid Mean Baseline Depression Scores for 275 Randomized Subjects 


Parameter 

Paroxetine 

(« = 93) 

Imipramine 

(«-95) 

Placebo 

(n-87) 

Gender, M/F 

35/58 

39/56 

30/57 

Age. mean a SD (yr) 

14.8 3 1.6 

14,9 3 1.6 

15.1 3 1,6 

Race, no. (%) 

White 

77 (82,8) 

83 (87.4) 

70 (80,5) 

African American 

5 (5.4) 

3 (3.2) 

6 (6.9) 

Asian American 

1 (l.l) 

2 (2.1) 

2 (2.3) 

Other 

10 (10.8) 

7 (7.4) 

9 (10.3) 

CGAS, mean t SD 

42.7 3 7.5 

4?.3 3 7.4 

42.8 3 8.3 

Duration of current depressive episode. 

mean t SD (months) 

14 3 18 

14 3 18 

13 3 17 

No. of prior depressive episodes {%) 

0 

81 

79 

77 

1 

12 

14 

14 

22 

7 

6 

8 

First-degree relative with major depression (%) 

86 

90 

95 

Age at onset of first episode, mean t SD (yr) 

13.1 3 2.8 

13.2 3 2,7 

13.5 3 2.3 

Mean baseline HAM-D total score 

18-98 3 0-43 

18.11 3 0.43 

18.97 3 0.44 

Features of melancholic or endogenous depression 

36 

35 

40 

Features of atypical depression (%) 

25 

16 

9 

Current comorbid psychiatric diagnosis (%) 

Any diagnosis 

41 

50 

45 

Anxiety disonier' 

19 

26 

28 

Externalizing disorder* 

25 

26 

20 


Note: CGAS = Children's Global Assessment Scale; HAM-D » Hamilton Racing Scale for Depression. 

' Includes separation anxiety, panic x agoraphobia, agoraphobia, social anxiety disorder, generalized anxiety disorder. 
* includes conduct disorder, oppositional defiant disorder, and atteniion-deBcit/hypcractivity disorder. 
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improved) or 2 (much improved) and trended toward 
statistical significance on two measures (K-SADS-L 
nine-item depression subscore and mean CGI score) 
(Tabic 2). The response to imipramine was not signifi- 
cantly different from that for placebo across any of the 
seven depression-related variables. 

A total of 63.3% of paroxetine subjects (57/90 ; p = .02 
versus placebo), 50% of imipramine subjects (47/94; p = 
.57 versus placebo), and 46% of placebo subjects (40/87) 
achieved a HAM-D total score of <8 at endpoint (Fig. 1). 
The time course of response in mean HAM-D total score 
is shown in Figure 2. Among patients who completed 8 
weeks of treatment, 76.1% of paroxetine subjects (51/67; 
p = .02 versus placebo), 64.3% of imipramine subjeas 
(36/56; p - .44 versus placebo), and 57.6% of placebo 
subjects (38/66) achieved a mean HAM-D total score of 
<8. In the paroxetine group, 65.6% of patients were con- 
sidered very much or much improved on the CGI (/> = 
.02 versus placebo); rates for the imipramine and placebo 
groups were 52.1% {p = .64 versus placebo) and 48.3%, 
respectively. Improvement in baseline depressed mood as 


measured by the HAM-D and the K-SADS-L depressed 
mood Items was significantly greater than placebo in the 
paroxetine group, but not significantly greater than 
placebo in the imipramine group. Improvements in the 
K-SADS-L depression subscore {p = .07) and mean CGI 
score {p = .09) trended toward statistical significance in 
the paroxetine group, but not in the imipramine group 
{p = .98 and p = .90, respectively) (Table 2). 

Although neither paroxetine nor imipramine separated 
statistically from placebo across the nonsymptom mea- 
sures of functioning, health, and behavior, improvements 
over baseline were achieved for each active treatment 
group. Placebo-treated subjects also improved along the 
behavioral measures, but to a lesser extent than patients in 
the active treatment groups. 

Dosage Titration 

Nearly half of subjects in the paroxetine group 
remained at the initial starting dose of 20 mg/day (48%). 
Mean dose at study endpoint for paroxetine was 28.0 mg 
(SD ±8.54 mg) and for imipramine was 205.8 mg (SD 


TABLE 2 


Mean Scores of Depression-Related Variables in Adolescents With Major Depression* 
Who Were Treated With Paroxetine. Imipramine. of Placebo 




Paroxetine 



imipramine 


Placebo 


Variable 

Mean 

(SE) 

A 


Mean 

(SE) 

A 

P' 

Mean 

(SE) 

A 

HAM-D £8 












Week 8 endpoint 

HAM-D S8 or 50% reduction in baseline HAM-D 


1— ) 

90 

.02 

50.0% 

(— ) 

94 

.57 

46,0% 

(— ) 

87 

Week 8 endpoint 

HAM-D depressed mood item 

66.7% 

(— ) 

90 

.11 

58.5% 

(_) 

94 

.61 

55,2% 

(-) 

87 

Baseline 

2.99 

(0.08) 

90 


2-79 

(0.08) 

94 


2.86 

(0.08) 

87 

Week 8 endpoint 

K-SADS-L depressed mood item 

0.99 

(0.14) 

9 

.001 

1.17 

(0,14) 

94 

.14 

1.53 

(0.14) 

87 

Baseline 

4.57 

(0.09) 

83 


4.29 

(0.09) 

87 


4.63 

(0,09) 

85 

Week 8 endpoint 

2.37 

(0.18) 

83 

.05 

2.52 

(0.18) 

87 

,87 

2,90 

(0.18) 

85 

CGI score of 1 or 2‘ 

Week 8 endpoint 

K-SADS-L 9-item depression subscore 

65.6% 

(— ) 

90 

,02 

52.1% 

{— ) 

94 

.64 

48,3% 

(-) 

87 

Baseline 

28.25 

(052) 

83 


27.54 

(0.51) 

88 


28.84 

(0.52) 

85 

Week 8 endpoint 

Mean CGi scoic 

16.59 

(084) 

83 

.07 

17,99 

(0,83) 

88 

.98 

19.27 

(0.83) 

85 

Week 8 endpoint 

HAM-D total score 

2.37 

(0 16) 

90 

.09 

2,70 

(0.15) 

94 

.90 

2,73 

(0.16) 

87 

Baseline 

18-98 

(0.43) 

SH) 


18. n 

(0-45) 

94 


18.97 

(0.44) 

87 

Week 8 endpoint 

8.24 

(0.81) 

90 

.13 

9.2 

(0.81) 

94 

.87 

9.88 

(0-83) 

87 


Note: HAM-D =• Hamilton Rating Scale for Deprewion; K-SADS-L » Schedule for Affective Disorders and Schizophrenia for Adolescents- 
Lifetime version; CGI * Clinical Globa! Impression. 

' The last evaluation during tteatmenr for subjects who did not complete the entire study (i.e.. the last observation carried forward) is reported. 
* The p values compare treatment difierence in active versus placebo groups. 

' CGI score of 1 » very much improved; CGI score of 2 * much improved. 
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90-1 

so- 



ns 90 n = 94 n = 87 n = 67 n s 56 n s 66 


LOCF OC 

Dataset Dataset 

Pig* 1 Perceniage of sub)ccis treated wuh paroxetine (■). imiptamine (□). and placebo (O) who achieved a 
HAM-D total score £8 in the LOCF and completer (OC) subgroups at week 8. « .02; NS « ^ 2 .44. HAW-D • 

Hamilton Rating Scale for Depression; LOCF » last observation carried forward; OC » observed cases 



Fig. 2 Least square mean change HAM'D iota) score (eSEM) during an 8*week course of paroxetine (n < 90). 
imipramine (n > 94), and placebo in < 87) administration in adolescents with major depression. HAM-D « 
Hamilton Racing Sc^e for Depression; LOCF » last observation carried forward. 
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±63.94 mg). The most common “doses" of piacebo 
(administered as divided doses) were four capsules per 
day (3 1 .0%) and six capsules per day (4 1 .4%). 

Adverse Effects 

Paroxetine was generally well tolerated in this adolescent 
population, and most adverse effects were not serious. TTie 
most common adverse effects reported during paroxetine 
therapy were headache, nausea, dizziness, dry mouth, and 
somnolence (Table 3). These occurred at rates that were 
similar to rates in the placebo group with the exception of 
somnolence, which occurred at rates of 17.2% for paroxet- 
ine and 3.4% for piacebo. Dizziness, dry mouth, head- 


ache. nausea, and tachycardia were most commonly 
reported during imipramine treatment. Tremor occurred 
in 10.8% of paroxetine-, 14.7% of imipramine-, and 
2.3% of placebo-treated subjects. 

Adverse effects in ail treatment groups occurred most 
often during the first week of therapy. Dosage reduaions 
were most often required for somnolence, msomnja, and 
restlessness among paroxetine-treated subjects. Dry 
mouth, constipation, and tremor were the most common 
adverse effects leading to imipramine dose reductions. 
Premature withdrawal from the study because of adverse 
effects occurred at rates of 9.7% for paroxetine. 3 1 .59o for 
imipramine. and 6.9% for placebo. Clinically significant 


TABLE 3 

Adverse Effects Occurring in >5% of Subiccts in the Paroxetine. Imipramine. and Placebo Groups 
Adverse Effect Paroxetme (» = 93) Imipramine {n = 95) Placebo [n = 87) 


Cardiovascular system 


Tachycardia 

2 

(2.2) 

18 

(18.9) 

1 

(1.1) 

Postural hypotension 

1 

(1.1) 

13 

(13.7) 

1 

(1.1) 

Vasodilation 

0 

(0) 

6 

(6.3) 

2 

(2,3) 

Chest pain 

2 

(2.2) 

5 

(5.3) 

2 

(2.3) 

Digestive system 

Dry mouth 

19 

(20.4) 

43 

(45.3) 

12 

(13.8) 

Nausea 

22 

(23.7) 

23 

(24.2) 

17 

(19.5) 

Constipation 

5 

(5.4) 

9 

(9.5) 

4 

(‘♦.6) 

Decreased appetite 

~ 

(7,5) 

2 

(2.5) 

4 

(4.6) 

Diarrhea 

7 

(7.5) 

3 

(3.2) 

7 

(8.0) 

Dyspepsia 

6 

(6.5) 

9 

(9.5) 

4 

(4.6) 

Tooth disorder 

5 

(5.4) 

2 

(2.1) 


(2,3) 

Vomiting 

3 

(3,2) 

8 

(8.4) 

6 

(6,9) 

Abdominal pain 

10 

(10.8) 

7 

(7.4) 

10 

(11.5) 

Nervous system 

Dizziness 

22 

(23.7) 

45 

(47,4) 

16 

(18.4) 

Emotional labilit)' 

6 

(6.5) 

3 

(3.2) 

1 

(1.1) 

Hostility 

7 

(7,5) 

3 

(3.2) 

0 

(0) 

Insomnia 

14 

(15-1) 

13 

(13.7) 

4 

(4.6) 

Nervousness 

8 

(8.6) 

6 

(6-3) 

5 

(5.7) 

Somnolence 

16 

(17,2) 

13 

(13-7) 

3 

(3.4) 

Tremor 

10 

(10.8) 

14 

(14.7) 

2 

(2.3) 

Headache 

32 

(34 4) 

38 

(40.0) 

34 

(39.1) 

Respiratory svstem 

Cough increased 

5 

(5-4) 

3 

(3.2) 

6 

(6,9) 

Pharyngitis 

5 

(5.4) 

12 

(12.6) 

8 

(9.2) 

Respiratory disorder 

10 

(10.8) 

7 

(7.4) 

U 

(12.6) 

Rhinitis 

7 

(7.5) 

3 

(3.2) 

5 

(5.7) 

Sinusitis 

6 

(6.5) 

2 

(2.1) 

7 

(8.0) 

Other 

Sweating 

1 

(1.1) 

6 

(6.3) 

1 

(1.1) 

Abnormal vision 

1 

(1.1) 

7 

(7.4) 

2 

(2,3) 

Asthenia 

10 

(10,8) 

7 

(7.4) 

10 

(11.5) 

Back pain 

4 

(4.3) 

2 

(2.1) 

10 

(11.5) 

Infection 

10 

(10.8) 

5 

(5.3) 

9 

(10.3) 

Trauma 

2 

(2.2) 

3 

(3.2) 

6 

(6.9) 


Note: Values represent no. (%). 
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increases or decreases in body weight were not observed 
among any of the three treatment arms of this study. 

Serious adverse effects occurred in H patients in the 
paroxetine group, 5 in the imipraminc group, and 2 in the 
placebo group. An event was defined as serious if it 
resulted in hospitalization, was ^sociaced with suicidal ges- 
tures, or was described by the treating physician as serious. 
The serious adverse effects in the paroxetine group con- 
sisted of headache during discontinuation taper ( 1 patient) 
and various psychiatric events (10 patients): worsening 
depression (2); emotional lability (e.g., suicidal ideation/ 
gestures (5]); condua problems or hostility (e.g„ aggressive- 
ness, Ixihaviorai disturbance in school (2j); and euphoria/ 
expansive mood (1). Seven patients were hospitalized: 2 
with worsening depression, 2 with emotional lability, 2 
with condua problems, and 1 with euphoria. Of the 11 
patients, only headache (1 patient) was considered by the 
treating investigator to be related to paroxetine treatment. 

The 5 serious adverse effects in the imipraminc group 
consisted of maculopapular rash (1 patient), dyspnea/ 
chest pain (1), hostility (1), emotional lability (1). and vis- 
ual hallucinations/abnormal dreams (1). Two of the ad- 
verse effects (i.e., hallucinations, rash) were considered 
related to imipraminc. All 5 patients were withdrawn 
from the study, and the patients with hostility or emo- 
tional lability were hospitalized. In the placebo group, 
emotional lability (I patient) and worsening depression 
( 1 ) were considered serious. The placebo-treated patient 
with emotional lability, which was considered to be 
related to placrfjo. was withdrawn from the study. 

Of subjects in the imipraminc group who stopped 
therapy because of adverse effects, nearly one third 
(13.7%) did so because of cardiovascular effects, includ- 
ing tachycardia, postural hypotension, and prolonged 
QT interval. Mean standing heart rate increased by 17 
bpm over baseline among subjects treated with imi- 
pramine. Neither paroxetine nor placebo was associated 
with changes in heart rate. 

DISCUSSION 

This is the first study to compare efficacy of an SSRI 
and a tric)xdic antidepressant with placebo in the treatment 
of major depression in adolescents. Paroxetine was signifi- 
cantly more effeaive than placebo with regard to achieve- 
ment of both HAM-D total score <8, CGI score of 1 (very 
much improved) or 2 (much improved), and improve- 
ments in the depressed mood items of the HAM-D and 
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the K-SADS-L. Paroxetine did not separate statistically 
from placebo for K-SADS-L depression subscorc, mean 
CGI score, or HAM-D total score. 

The demonstration of efficacy for paroxetine in this ' 
study is in accordance with findings of open-label studies 
ofSSRls (Ambrosiniet al.. 1999; Apter ct al., 1994; Masi 
ct al., 1997; McConville et al., 1996; Rey-Sanchez and 
Gutierrez-Casares. 1997; Rodriguez-Ramos et al., 1996; 
Simeon ct al.. 1998) and results from placcbo-controlied 
(Emslic ct ai.. 1997) and historical case-control (Strober 
ct al.. 1999) studies. These findings of efficacy for parox- 
etine and other SSRls arc notable in that randomized, 
double-blind, placebo-controllcd trials (Gellcr et al., 
1990; Hughes ct al., 1990; Kashani et al.. 1984; Klein 
ct al.. 1S198; Kramer and Feiguine. 1981; Kutchcr et al., 
1994; Kyc ct al., 1996; Petti and Law. 1982; Preskorn 
ct ai., 1987) and one mcta-analysis (Hazel! et ai., 1995) 
have not shown efficacy for the tricyclic antidepressants 
in the treatment of adolescent depression. Because effi- 
cacy has not been demonstrated for the tricyclic antide- 
pressants and because these agents are associated with an 
unacceptably high risk of cardiotoxicicy. especially in 
children, further controlled studies arc not likely to be 
conducted. As such, future research involving bupropion 
or noradrenergic antidepressants not yet clinically avail- 
able will be required to address more fully the question of 
preferential efficacy of the SSRls in this age group. 

Our study used a fiexible-dose design in which doses 
could be adjusted on the basis of clinical response and tol- 
erability. Roughly half of subjects were maintained at the 
paroxetine starting dose of 20 mg. The mean daily dose of 
paroxetine in this study, 28 mg, is comparable with chat 
reported in flexible-dose trials in adults (Claghorn, 1992; 
Cohn and Wilcox. 1992; Dunbar ct al., 1991; F^te, 1992; 
Feighner and Boyer, 1992; Shrivastava et ai., 1992; Smith 
and Glaudin, 1992). 

The adverse-effect profile of paroxetine in this adoles- 
cent population was concordant with that reported in 
studies of adult patients with depression (Claghorn, 1992; 
Cohn and Wikox, 1992; Dunbar et al.. 1991; Fabre, 
1992; Feighner and Boyer. 1992; Shrivastava et al., 1992; 
Smith and Glaudin. 1992). Serious adverse effects were 
reported during treatment with paroxetine (II patients), 
imipraminc (5), and placebo (2). Because these serious 
adverse effects were judged by the investigator to be 
related to treatment in only 4 patients (paroxetine, 1 ; imi- 
praminc, 2; placebo, I), causality cannot be determined 
conclusively. Adverse cardiovascular effects were not 
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observed in subjects treated with paroxetine. In contrast, 
tachycardia, postural hypotension, and prolongation of 
QT intervals during imipraminc therapy resulted in treat- 
ment discontinuation in one third of the 31.5% of sub- 
jects who stopped treatment prematurely with the 
tricyclic antidepressant. 

Limitations 

A high placebo response rate was observed in this study, 
which is not unusual for clinical trials of major depression 
in cither pediatric or adult populations. In studies of pedi- 
atric patients with major depression, placebo response 
rates range from 20% to 80% (Birmaher et al., 1998; 
Emsiie cc ai., 1997; Geller et a!., 1992; Jensen et aJ., 1992; 
Kowatch et aL, 1999). Placebo response also is high in 
adults with major depression as demonstrated by mean 
placebo response rates of approximately 30% to 40% in 
short-term studies (Brown, 1994; Schatzberg and 
Kracmer, 2000; Trivedi and Rush, 1994). 

Several factors possibly contributed to the observed 
placebo response rate. A probable contributing factor was 
the weekly supportive case management sessions, which 
may have contributed to clinical improvement for 
patients in the placebo and active-treatment groups. In 
addition, the lack of a placebo run-in before random- 
ization may have contributed to a higher placebo re- 
sponse. Inclusion of patients with externalizing disorders 
(e.g., conduct disorder, oppositional defiant disorder) also 
could be argued to have increased the placebo response 
rate. A post hoc analysis was conducted to assess this issue. 
However, the separate analysis of our database revealed 
chat response rates to paroxetine, imipramine, and placebo 
among patients with attention-deficit/hyperactivity dis- 
order (ADHD) were significantly lower than in patients 
without ADHD, regardless of treatment group assign- 
ment, including placebo (Birmaher « al.. 2000). 

The mean HAM-D total score from our sample at 
baseline in ail three groups was 18 (±0.43), possibly 
accounting for the high placebo response. In fact, there 
appears to be an inverse relationship between placebo 
response in adults and clinical severity of depression. 
Adults with less severe depression exhibit greater placebo 
response rates than more seriously ill patients. Mild to 
moderate depression (i.e., HAM-D total score <19 in one 
study (Stewart et al., 1983], <13 in another [Paykcl et al.. 
1988]) was associat«l with no drug-placebo difference in 
tricyclic antidepressant treatment studies of adult out- 
patients. Moreover, in contrast with our study, the mean 
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baseline HAM-D total scores in short-term adult SSRI 
studies range from 23 to 28 (Cohn and Wilcox, 1985: 
Dunbar etai.. 1991; Feighner and Overo. 1999: Reimherr 
et al., 195N); Stark and Hardison, 1985). It is important to 
emphasize, however, that comparisons in HAM-D scores 
Iwtween adults and adolescents may not be valid because 
of possible age-related variability in HAM-D. 

Another methodological limitation must be acknowl- 
edged: the study was not designed to directly compare 
paroxetine with imipramine. The objective of the study 
was CO determine the efficacy of two antidepressants with 
dlBenmt mechanisms of action. To conduct a traditional 
three-arm comparative trial, this study would require 
testing at p values of .0167 rather than .05. To power a 
study at this level, it would have been necessary to enroll 
a greater number of patients, thus exposing more adoles- 
cents CO the potential risks of clinical research. 

Clinical Implications 

Major depression in adolescents is an increasingly rec- 
ognized clinical problem that is remarkably understudied. 
The majority of treatment studies involve the tricyclic 
antidepressants. Because these agents arc associated wth 
poor efficacy and cardiovascular adverse effects, their use 
is not recommended. In contrast, there are few large, well- 
controlled studies of SSRIs in adolescents. Our findings 
are therefore relevant to -clinicians who are faced with 
treatment decisions for depressed adolescents and a rel- 
ative paucity of data guiding therapeutic choice. Despite 
some methodological limitations, resulting in a high 
placebo response rate (outlined above), our study dem- 
onstrates that treatment with paroxetine results in clini- 
cally relevant improvement in depression scores. The 
SSRIs are the medications of choice for the treatment of 
major depression in adolescents because they are the only 
agents that have been shown to be efficacious in this pop- 
ulation: they have a safer side-effect profile than other 
antidepressants, particularly in overdose; and they can be 
administered once daily. Clinicians should be aware that 8 
weeks of treatment may not be sufficient to achieve a full 
clinical response, that some patients may benefit from 
higher doses, and that some as-yct unidentified groups of 
patients (e.g., more severely depressed: non-ADHD) may 
exhibit more robust responses to SSRI therapy. 

Conclusion 

The findings of this study provide evidence of the 
efficacy and safety of the SSRI, paroxetine, in the treat- 
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mcnc of adolescent depression. Additional studies are 
called for to define the optimal length of therapy and 
dose of SSRis in this population. 
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Wyeth* 


Tab 84 


Dear Health Care Professional. 


August 22, 2003 


Wyeth wishes to inform you about an update to the prescribing information for 
Effexor® (venlafaxine HCI) Tablets and Effexor® XR (venlafaxine HCI) Extended- 
Release Capsules to reflect important safety information on the use of 
venlafaxine in children and adolescents. In clinical studies in pediatric patients 
(ages 6 to 17), efficacy was not established for major depressive disorder (MDD) 
or generalized anxiety disorder (GAD), and there were increased reports among 
those patients on Effexor XR, vs. placebo, of hostility and suicide-related adverse 
events, such as suicidal ideation and self-harm. Effexor and Effexor XR have not 
been and are not now recommended for use in pediatric patients. We have 
updated the prescribing information for Effexor and Effexor XR with the following 
information shown here in italics: 


PRECAUTIONS 

Usage in Children/ Pediatric Use 

Safety and effectiveness in pediatric patients (individuals below 18 years 
of age) have not been established. 

In pediatric clinical trials, there were increased reports of hostility and, 
especially in Major Depressive Disorder, suicide-related adverse events 
such as suicidal ideation and self-harm. 

The most common adverse events leading to discontinuation in at least 1% of 
children and adolescents treated with Effexor XR, and at a rate twice that of 
placebo, were as follows (percentages listed for Effexor XR and placebo, 
respectively): MDD studies, hostility (2%, <1%) and suicidal ideation (2%, 0%); 
GAD studies, abnormal/changed behavior (1%, 0%). In these clinical trials there 
were no suicides. 

Venlafaxine is a serotonin and norepinephrine reuptake inhibitor. Effexor XR 
Extended-Release Capsules are indicated in adults for the treatment of MDD, 
GAD, and social anxiety disorder (SAD). Effexor Tablets are indicated in adults 
for the treatment of MDD. 

In light of this important information, you should be alert to signs of suicidal 
ideation in children and adolescent patients prescribed Effexor or Effexor XR. 

You may need to reassess the benefit-risk balance when treating individual 
patients with Effexor or Effexor XR. If a decision is made to discontinue a patient 
from Effexor or Effexor XR, treatment should not be discontinued abruptly, due to 
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risk of discontinuation symptoms. A gradual reduction in dose under medical 
supervision is recommended. Please see the prescribing information for 
additional information with regard to discontinuation. 

Wyeth is committed to global surveillance of all its products and to providing you 
with current product information, and therefore is sending you this letter. Should 
you have any questions, or wish to report any adverse event associated with 
Effexor or Effexor XR, please call Wyeth at 1-800-934-5556. In addition, you can 
send adverse event information directly to Wyeth Global Safety Surveillance and 
Epidemiology (GSSE) by fax to 610-989-5544 or by mail to GSSE, 500 Areola 
Road, Collegeville, PA 19426. 

Adverse event information may also be reported to the FDA's MedWatch 
Reporting System by phone (1-800-FDA-1088), fax (1-800-FDA-0178), via the 
MedWatch Web site at vww fda.qov/medwatch . or by mail (using postage paid 
form) to MedWatch, HF-2, 5600 Fisher’s Lane, Rockville, MD 20852-9787. 

Enclosed is a copy of the revised labeling for Effexor and Effexor XR. 

Sincerely, 

Victoria Kusiak, M.D. 

Vice President, Global Medical Affairs and 

North American Medical Director for Wyeth Pharmaceuticals 


Enclosures 
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Efficacy of Sertraline in the Treatment 
of Children and Adolescents 
With Major Depressive Disorder 

Two Randomized Controlled Trials 


Context The efficacy, safety, and tolerability of selective serotonin reuptake inhibi- 
tors (SSRIs) in the treatment of adults with major depressive disorder (MOD) are well 
established. Comparatively few data are available on the effects of SSRIs In depressed 
children and adolescents. 

Objective To evaluate the efficacy and safety of sertraline compared with placebo 
in treatment of pediatric patients with MDO. 

Oesign and Setting Two multicenter randomized, double-blind, placebo- 
controlled trials were conducted at 53 hospital, genera! practice, and academic cen- 
ters in the United States. India, Canada, Costa Rica, and Mexico between December 
1999 and May 2001 and were pooled a priori. 

Participants Three hundred seventy-six children and adolescents aged 6 to 1 7 years 
with Diagnostic and Statistica! Manual of Mental Disorders, Fourth Edition-deUned 
MOD of at least moderate severity. 

Intervention Patients were randomly assigned to receive a flexible dosage (50-200 
mg/d) of sertraline (n=189) or matching placebo tablets (nc187) for 10 weeks. 
Main Outcome Measures Change from baseline in the Children's Depression Rat- 
ing Scale-Revised (CDRS-R) Best Description of Child total score and reported ad- 
verse events. 

Results Sertraline-treated patients experienced statistically significantly greater im- 
provement than placebo pabents on the CDRS-R total score (mean change at week 
10. -30.24 vs -25.83. respectively; P=.001; overall mean change, -22.84 vs -20.19, 
respectively; P=.007). Based on a 40% decrease in the adjusted CDRS-R total score 
at study end point, 69% of sertraline-treated patients compared with 59% of placebo 
patients were considered responders (Pa .05). Sertraline treatment was generally well 
tolerated. Seventeen sertraline- treated patients (9%) and 5 placebo patients (3%) pre- 
maturely discontinued the study because of adverse events. Adverse events that oc- 
curred in at least 5% of sertraline-treated patients and with an incidence of at least 
twice that in placebo patients included diarrhea, vomiting, anorexia, and agitation. 
Conclusion The results of this pooled analysis demonstrate that sertraline is an ef- 
fective and well-tolerated short-term treatment for children and adolescents with MDD. 

JAMA. 2003:290:1033-1041 www.jama.com 
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M ajor depressive disor- 
der (MDD) occurs noi 
only in adults but also in 
children and adoles- 
cents, Prevalence rates of up to 3% 
in children and 8% in adolescents have 
been reported,’ and the lifetime preva- 
lence rate for depression in youths aged 
15 to 18 years has been estimated at 
14% to 15%, ’^which is comparable with 
that in adults.’’ In general, the clinical 
course of the disease is similar in pe- 
diatric and adult patients, although 
there is some evidence that early- 
onsei MDD may represent a more per- 
nicious form of the disease. Pa- 
tients diagnosed as having MDD during 
childhood or adolescence face a 2- to 
4-foId greater risk of developing de- 
pression as young adults than do chil- 
dren or adolescents without 


For editorial comment see p 1091. 


The social and economic costs asso- 
ciated with pediatric MDD are high and 
may carry over into adulthood, includ- 
ing more frequent hospiulizaiions and 
lower educational and earning poten- 
tial.'^*’” In addition, a quarter of ado- 
lescents with MDD develop substance 
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abuse disorders^ and approxunaieiy half 
auempt suicide ai some time during 
their lives. Among children with MDD, 
there is a 4- to 5-fold higher lifetime risk 
of suicide attempt than in healthy con- 
troIs.^^'=‘® 

Despite the costs and prevalence of 
the disorder, MDD is frequently un- 
derdiagnosed and inadequately 
treated,'® For pediatric patients, this 
problem has been compounded by the 
discouraging results of early psycho- 
pharmacological studies, in which tri- 
cyclic antidepressants were consis- 
tently found to be no more effective 
than placebo in treating depressed 
youths. “ On the basis of thetr good 
safety profile and established efficacy 
in treatment of adults with MDD, se- 
lective serotonin reuptake inhibitors 
(SSRls) are routinely cited as the best 
available treatment option for de- 
pressed children and adolescents. 
Empirical evidence of the effective- 
ness of SSRls in this patient popula- 
tion has been limited, however. S^- 
era! smal l uncontrolled trials of 
SSRls^'^** and a single-cente r CNs96) 
p lacebo-controiled trial of fluox - 
et ine^® ha v e suggested efficacy . Pub- 
lished reports of 2 large muUicenter, 
placebo-controlled studies of fluox- 
etine^® and paroxetine^' also reported 
favoraole results, but st atistical signif i- 
canc e was not achieved for their p ri- 
mar y end point ^ 

Encouraging results have been re- 
ported in 3 small, open-label studies of 
sertraline in adolescents with 
and in a retrospective chart review of 
pediatric patients.” Herein, we report 
the p ooled results of 2 identically d e- 
signedTconcurremlv conducted 10 - 
week iniernationai. multicenterTra n- 
d omized. double-blind, place bo- 
c ontrolled. parallel-group trials of 
se rtraline vs placebo in children and 
adol escents with MDD . 

METHODS 
Study Participants 

Participants were outpatients aged 6 to 
17 years who met the diagnostic crite- 
ria for MDD, as defined in the Diagnos- 
tic and Statistical Manual oj Menial Dis- 


orders. Fourth Edition (DSM-IV) ‘ and as 
determined by the Kiddie Schedule for 
Affective Disorders and Schizophre- 
nia for School-Age Children-Present 
and Lifetime Version (K-SADS-PL).” 
For study entry eligibility, these diag- 
nostic criteria had to be met at the first 
and third visits duringa 2-week screen- 
ing period and the current episode of 
major depression had to be of at least 
6 weeks’ duration. At all 3 visits dur- 
ing the screening period, patients were 
required to have a Children's Depres- 
sion Rating Scale-Revised (CDRS-R) 
score of at least 45” ” and a Clinical 
Global Impression of Severity of Ill- 
ness (CGl-S) rating of at least 4,” in- 
dicating at least moderate severin' of ill- 
ness. Exclusion criterta included 
current, primaiy, DSM-JV-deftned di- 
agnosis of atteniion-deficii/hy'peract jv- 
iiy disorder, conduct disorder, obses- 
sive-compulsive disorder, or panic 
disorder; history ofbipolar disorder; any 
current psychotic features; and his- 
tory of psychotic disorders or autistic 
spectrum disorders. Patients who had 
, previously attempted suicide or who 
jwere judged to poseTsigriincaht sut- 
‘cidal or homicidal risk’ were also ex- 
’ ejud^ PaueniTwcrc a750 excluded if 
screening electrocardiographic or labo- 
ratory test results, vital signs, or body 
weight were clinically significantly out- 
side the normal range. Other exclu- 
sion criteria included a posiiive serum 
^-human chorionic gonadotropin preg- 
nancy test (among girls aged 12-17 
years) at the second screening visit, pre- 
vious enrollment in a sertraline study, 
medical contraindications to treat- 
ment with SSRls, and history of fail- 
ure to respond to a clinically adequate 
dosing regimen of an SSRl. Patients 
were required to be free of psycho- 
tropic medication (with the exception 
of diphenhydramine or chloral hy- 
drate as sleep aids) for at least 2 weeks 
(at least 4 weeks for fluoxetine) prior 
to initiation of double-blind study drug 
treatment. 

Study Design 

The 2 trials, developed in response to 
a US Food and Drug Administration 


(FDA) wriucn request, were identi- 
cally designed and were conducted at 
53 hospital, general practice, and aca- 
demic centers m the United States. In- 
dia. Canada. Costa Rica, and Mexico. 
Participation in the study was based on 
inspection of the study site by 1 of the 
authors (C.W.) or a designate. Crite- 
ria for investigator participation in- 
cluded but was not limited to previ- 
ous experience with multicenter 
research trials, expertise in pediatric 
psychiatry, and a clear understanding 
of Good Clinical Practices, as outlined 
in the US Code of Federal Regula- 
tions. Additionally, study conduct was 
reviewed at investigators’ meetings, and 
ail investigators who conducted inter- 
views using the CDRS-R were re- 
quired to first pass a certification test. 
During the study, all sites were regu- 
larly monitored. When necessar)’, ad- 
ditional training regarding comple- 
tion of study documents, retention of 
source documents, and conduct of rat- 
ings was provided on a personal level. 
All data collected were reviewed for er- 
rors in formatting and for inconsis- 
tency. 

Enrollment began in December 1999 
and follow-up ended in May 2001. Both 
trials were approved by institutional re- 
view boards or ethics committees for 
each study center. Informed assent or 
written permission of the child or ado- 
lescent and written informed consent 
of at least 1 parent or legal guardian 
were obtained. 

The trials began with the 2-week pre- 
treatment screening period. During 
these screening visits, diagnosis of MDD 
was confirmed using the K-SADS-PL 
and clinical history and symptom se- 
verity was assessed using the CDRS-R 
and CGl-S. Physical and laboratory 
evaluations were performed at the sec- 
ond screening visit. At the third screen- 
ing visit (baseline), patients who re- 
mained eligible for study entry were 
randomly assigned to double-blind re- 
ceipt of either sertraline or matching 
placebo for 10 weeks in a 1:1 ratio us- 
ing a computer-generated randomiza- 
tion code. To ensure that each treat- 
ment group included similar numbere 
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of younger and older children, pa- 
lienis were stratified into 2 age groups; 
children (aged 6-11 years) and adoles- 
cents (aged 12-17 years). Study drug 
was packaged in identical blister packs 
containing 25-mg and/or 50-mg ser- 
traline tablets or matching placebo. For 
all patients, treatment was initiated at 
a dosage of 25 mg/d for the first 3 days 
and was continued at a dosage of 50 
mg/d through the end of the second 
week. Thereafter, in the absence of 
dose-limiting adverse events, the dos- 
age could be flexibly titrated upward in 
increments of 50 mg/d every 2 weeks 
to a maximum of 200 mg/d until a sat- 
isfactor)’ clinical response was achieved. 
Both patients and clinicians were 
blinded to group assignment. 

With the exception of diphenhydr- 
amine and chloral hydrate, which could 
be used intermittently as sleep aids, con- 
comitant treatment with a psycho- 
tropic drug was not permitted. Patients 
were not permitted to receive cognitive 
behavioral therapy during the study. 
Other types of psychotherapy were per- 
mitted, provided that they did not spe- 
cifically address issues of depression and 
had been under way for at least 2 months 
prior to the initial screening visit. Ea.* 
dents could be discontinued fropi-ihe 
st udy aTan investig ator saiscr^on for 
, reasons such as adverse events and fail- 
ure to TIBpiom. despite iiU eases ttTthe 
! stxidy dru|Tlusage. 

Outcome Measures, Schedule of 
Assessments, and Sample Size 

The primary efficacy rating scale was 
the CDRS-R, a validated if-iicm, cli- 
nician-rated Instrument that mea- 
sures the severity of a patient’s depres- 
sive symptoms, with total possible 
scores ranging from 17 to 113. Four- 
teen of the 17 items are rated on a scale 
from 1 to 7. with an item score of 3 sug- 
gestive of mild, 4 or 5 moderate, and 6 
or 7 severe symptoms. The other 3 
items are rated on a scale from 1 to 5. 
Both children and their parents pro- 
vide input into the first 14 items of the 
scale. A child’s nonverbal behavior is 
rated by the observer for items 15 
through 17. The prospectively de- 


fined primary efficacy outcome mea- 
sure was the CDRS-R Best Description 
of the Child total score, which is based 
on ihe highest (most severe) rating pro- 
vided for each item by a valid, reliable 
source. In the judgment of the investi- 
gator; sources included the child, par- 
ent or legal guardian, and other avail- 
able sources.^’ ’® Secondary efficacy 
measures included the proportion of 
CDRS-R responders, defined a priori as 
patients who had at least a 40% de- 
crease in the adjusted CDRS-R total 
score (CDRS-R total minus 17. the 
minimum possible total score); scores 
on the CGl-S and the Clinical Global 
Impression of Improvement (CGl-1) 
scales, clinician-rated instruments that 
assess a patient’s severity of illness and 
global improvement, respectively”; and 
the proportion of CGI-I responders, de- 
fined as patients with a CGl-I score of 
2 or lower (‘‘very much” or “much" im- 
proved). The CDRS-R and CGl-S mea- 
surements were collected at all 3 screen- 
ing visits and. along with the CGI-I, at 
the end of weeks 1. 2. 3, 4, 6, 8. and 10 
of double-blind treatment (or at the 
time of early discontinuation). 

Patiem-raied secondary efficacy mea- 
sures included the Multidimensional 
Anxiety Scale for Children (MASC), 
which is used to assess symptoms of 
anxiety^; the Children s Global Assess- 
ment Scale (CGAS). which measures a 
patient's social functioning*'; and the 
total score on the 15-iiem Pediatric 
Quality of Life Enjoyment and Satis- 
faction Questionnaire (PQ-LES-Q), a 
measure of a patient's quality of life 
(Jean Endicou, PhD, unpublished data, 
2002). This scale was adapted from the 
Q-LES-Q, a validated instrument that 
assesses quality of life in adults and that 
has been shown to be sensitive to drug- 
placebo differences in mood and anxi- 
ety.*^ These assessments were made at 
baseline and at the end of week 10 of 
double-blind treatment (or at the lime 
of early discontinuation). 

Safety data were collected from the 
ftrei day of double-blind study drug re- 
ceipt through 7 days after the last dose 
of double-blind study drug was taken 
and included vital signs (blood pres- 


sure and pulse), body weight, and all 
adverse events reported by patients or 
observed by investigators. A serious ad- 
verse event was defined, according to 
established criteria, as any event that re- 
sulted in death or was life-threatening 
or that resulted in inpatient hospital- 
ization or prolongation of a hospital 
stay, persistent or significant disability/ 
incapacity, or a congenita! anomaly/ 
birth defect. Blood samples for rou- 
tine hematologic and serum chemistry 
studies and urine samples for routine 
urinalysis and drug testing were ob- 
tained at screening and the end of 
weeks 4 and 10 (or at the time of early 
discontinuation). Thyroid function was 
tested at screening and the pregnancy 
test was repeated at the end of weeks 4 
and 10. A 12-lead electrocardiogram 
was obtained and a physical examina- 
tion was performed at screening and the 
end of week 10 (or at the time of early 
discontinuation). 

Based on the single-center study re- 
ported by Emslie el al.” a sample size 
for each trial of 160 patients, with 80 
patients per treatment group, was cal- 
culated 10 provide 88% power for a 
2-sided test at an a level of .05 to de- 
tect differences between treatment 
groups. The studies were not powered 
to detect differences between treat- 
ment groups within age groups. 

Statistical Analyses 

Data from both studies were pooled in 
a prospectively defined combined analy- 
sis. Using a repeated-measures mixed- 
model analysis, the mean changes from 
baseline to each postbaselinc visit in the 
CDRS-R total and the CGI-S score were 
compared between treatment groups. 
For each measure, the mean changes 
from baseline to each postbaselinc visit 
week were then averaged to give a mean 
overall change from baseline, and the 
mean overall changes from baseline 
were compared between treatment 
groups. The model included the base- 
line effect as covariate, the random sub- 
ject effect, and the fixed effects of site, 
treatment, age group, week, and week- 
by-treatment interaction. The same 
mixed model (without the baseline 
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Figure 1 . Flow of Patients Through the 2 Trials 
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effect) was used to compare the CGl-1 
scores at each posibaseline visit as well 
as the mean overall CGI-I score in each 
treatment group. Categorical vari- 
ables (proportions of CDRS-R respond- 
ers and CGI-I responders at study end 
point) were compared between treat- 
ment groups using Cochran-Mantel- 
Haensaei methods with center as strata. 
Changes from baseline to study end 
point in the MASC, CGAS, and PQ- 
LES-Q total scores (using the last- 
observaiion-carried-forward method) 
were compared between treatment 
groups using an analysis of covariance 
model that contained study treatment 
group, age group, and baseline effects. 
As described in the statistical analysis 
plan, centers with fewer than 4 pa- 
tients were combined to form 1 pooled 
center within each trial, and an addi- 
tional pooled center was generated from 
centers with exactly 4 patients. This 
“sort and pool" procedure was chosen 
as the most objective and conservative 
way to pool because selective factors 
such as location and language/cuUure 


were not used. For all siaiistical tests, 
a 2-sided Ps.05 was considered sig- 
nificant. Assumptions regarding the lin- 
earity of data were made in the analy- 
sis plan and were tested following 
database release. No gross violation of 
linear model assumptions was de- 
tected; therefore, nonparameiric analy- 
ses were not performed. Descriptive sta- 
tistics were used to summarize safety 
results. SAS version 8 2 (SAS Institute 
Inc, Cary. NO was used for the effi- 
cacy analysis and SAS version 6. 1 2 was 
used for safety data. 

RESULTS 
Patient Disposrtton 

As shown in Figure 1 , 376 pauents were 
randomly assigned to double-blind 
treatment with either sertraline (n * 1 89) 
or placebo (n=187)- All 189 patients 
randomized to sertraline and 184 of the 
patients randomized to placebo received 
at least 1 dose of double-blind study 
drug and were included in the safety 
evaluation. Patients were randomized 
by the following countries: United 


Slates. 297; India. 44; Costa Rica, 16; 
Canada. 14; and Mexico. 5. The inten- 
non-to-treai population was modified 
as follows: 1 sertraline-treated and 2 pla- 
cebo patients were excluded from the 
efficacy analysis because no postran- 
domization efficacy data were col- 
lected, and 3 sertraline-treated and 3 
placebo patients, all from 1 USsite.were 
excluded because of problems with data 
collection. Thus, 185 sertraline- 
treated patients (98%) and 179 pla- 
cebo patients (97%) were included in 
the efficacy analysis. Forty-six sertra- 
line-treated patients (24%) and 3i pla- 
cebo patients (17%) discontinued the 
study early. Among patients treated 
with sertraline, the most common rea- 
sons for discontinuation were adverse 
events (n* 17; 9%), withdrawal of con- 
sent (n=9; 5%). and loss to follow-up 
(n = 8; 4%). Similar proportions of pla- 
cebo patients discontinued from the 
study because they withdrew consent 
(n = 11; 6%) or were lost to foliow-up 
(n«5; 3%); fewer placebo patients (n» 5, 
1 of whom had not received study drug; 
3%) dis contin ued because of adverse 
events. This difTerence was more appar- 
ent in children, among whom 13 ser- 
traline-treated patients but no placebo 
pauents discontinued because of adverse 
events. 

Demographic and Background 
Characteristics 

The 2 treatment groups were evenly bal- 
anced with respect to race, weight, clini- 
cal characteristics, and psychosocial 
stressors at baseline (Table 1). There was 
a statistically significant between- 
group difference in sex (57% of sertra- 
line-treated and 45% of placebo pa- 
tients were female; P*.02) but no 
significant interaction by age group for 
the primary and secondary efficacy vari- 
ables. The majority of patients in both 
treatment groups (2:86%) were in their 
first lifetime MDD episode, whereas the 
others (< 14%) were having a recurrent 
episode. In both subsets of patients, on- 
set of illness occurred at approximately 
10 years of age. There were no statisti- 
cally significant differences in mean base- 
line CDRS-R or CGI-S scores between 
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Table 1 . Baseline Demographic, Clinical, and Psychosocial Characteristics of Patients by 
TreatfTient Group' 

Characteristics 

Sertraline 
(n = 189) 

Placebo 
(n = 1B7) 

Demogr^SDc cnaract^istcs 

Sex 

Male 

8) (42.9) 

103 (55.1) 

Ferr^ 

108157 1) 

84 (44.9) 

Age wouo. y 

6- 1 1 (Cl^KXen) 

86 (45.5) 

91 (48.7) 

12 -1? 

103(54.5) 

96 (51.3! 

Race 

White 

135(71 4) 

130 (69 5i 

Asian 

26 03.8) 

23 (12 3i 

Hispanic 

15(7.9) 

19(10.2) 

Black 

7 (3.7) 

9(4.8) 

Other 

6(3.2) 

6 (3.2) 

Clinical charactensiics 

Panents with smcte-episoOe MOO. mean (range) 
Age at OTset erf liness y 

10,0 (1.3-16.8) 

10.1 (1.2-16.9) 

Duration o! i8ness. mo 

22.1 (1,5-107.61 

19.1 (1.1-119.3) 

Patients wth recurrent MOO. rnean trangeiT 

Age at onset of iHness. y 

9.6 (3.0-55.8) 

10.3{4.0-14 5) 

Duration of illness, mo 

43.7{3.0-532.0l 

39.8 (6.0-108 0) 

CDRS-R score, rnean (SO)I 

64,3(1101 

64.6 (1 1 0) 

CGi-S seexe. rnean (SD)§ 

4 6 (0.6! 

4,5(0.71 

Psychosoaai characteristics 
£ 1 Oth^ psychiatric disorcfer 

73 (38,6! 

71 (38.0) 

Farniiy n>s!c»V erf MOD 

97 (51,3) 

104 (55.6) 

Parents were divorced or separated 

80(42.3) 

66 (45.9) 

Experienced death oi close family memoer/hiend 73 (38 6) 

64(34,2) 

Bicrfoqicai mother Irving m same hoosehow 

164 (86,7) 

168(89.8) 

Btcrfogcai lamer living m same household 

92 (48,6) 

98 (52,4) 

Awxeviaiions 00*3-8. Chnpre^ $ Oecessior’ Baimg Scaie-Pevtseo Besi Oescnoiion of CriiW total score; CGi-S, 
Cwvca! Giooai imoression o' Seventy of mness sc^ M(X>. niawf oeoressive oisoroer . 

'Data are exoresseo as No (*b) umess oirienvise "WaieO 

tFo* senra'-ne n* t7i win S'neiie eoisooes ano ris 1 $ wnn recurrent eoisooes: lorplacefto, n* I6t wrth smgle epi- 
sooes ano n » 26 wtn recurrent ecsooes. 
jFor seri.'aiine. n = 505 ano tor cuaceDo. n r 179 oatienfs m efficacy analysis 
§Fof senrgiirie n* 185 ano to* DiaceDc.f»« ' 78 patients m efficacy analysis. 


treatmeni groups. Nearly 40% of pa- 
tients had at least 1 comorbid psychiat- 
ric disorder, with the most common {oc- 
curring in 23% of patients) being 
oppositional defiant disorder, anxiety, 
adjustment reaction, and phobic disor- 
ders. More than half of patients had a 
family history of MDD. The most com- 
mon stressors included parental di- 
vorce or separation and death of a rela- 
tive or friend. Only about half of patients 
were living with their biological father. 

Efficacy 

As can be seen in FIGURE 2 and TABLE 2. 
sertraline-treated patients exhibited sig- 
nificantly greater improvement over the 
course of the study than those receiv- 
ing placebo on the CDRS-R (mean 
change in scores of -22.84 vs -20.19. 
respectively; P* .007), as well as on the 
CGl-S and CGi-1. Similar outcomes fa- 
voring sertraline were observed among 
patients who completed all 1 0 weeks of 
double-blind treatment (mean changes 
in the CDRS-R total score of-30.24 vs 
-25.83. respectively. Pa .001; and in the 
CGl-S of -1.99 vs -1.58. respectively. 
Pa .001 ; and mean CGl-i scores of 2,02 
and 2.30, respectively. P« ,009). Week- 
by-week analyses showed that signifi- 
cant differences in favor of sertraline 
were apparent as early as week 1 on the 
CGl-I and week 3 on the CDRS-R and 
the CGI-S (P<.05). 

The adjusted mean change from base- 
line to study end was assessed for the 
individual items of the CDRS-R. Sta- 
tistically significantly greater improve- 
ment was noted with sertraline treat- 
ment for 5 of the 17 Items, including 
irritability (P<,001). low self-esteem 
(P».02), excessive weeping (Pa.003). 
listless speech (Px.005), and hypoac- 
tivity (P«.03). The change in de- 
pressed feelings was of borderline sig- 
nificance (Px.OS), as was difficulty 
having fun (P- .09). No statistically sig- 
nificant difference wa s no^ d-bjeiween 
treatment groups for suicjd^deaiion 
(P=.78)rand'tbe triMn change was of 
similar magnitude between senr^ine 
t (-0.58) and placebo (-0.’60). 

Although the study was not pow- 
ered to detect differences between age 


groups, a slighiK greater difference in 
the CDRS-R mean change between 
treatment groups was noted m adoles- 
cents (sertraline. -21,55 vs placebo, 
-18.20; Px.Ol) than in children (ser- 
traline. -24.05 vs placebo. -22.20; 
pa 19). Following 10 weeks of ircai- 
meni. the difference in CDRS-R scores 
was of borderline significance in chil- 
dren (sertraline. -31 44 vs placebo, 
-27.56; Pa .05) and remained signifi- 
cant in adolescents (sertraline. -28.95 
vs placebo, -24.11; P=.0l). 

At study end point, using the last 
observations carried forward and the 
Cochran-Maniel-Haenszei method of 
analysis between treatment groups, 69% 
of seriraiinc-trcatcd patients and 59% 
of placebo patients met the CDRS-R 


responder criteria (P* .03). and 63% of 
sertraline-treated patients compared 
wuh 53% of placebo patients met the 
CGl-1 responder criteria (P«.05), In 
addition, significantly more senraline- 
ireated patients than placebo patients 
met the CDRS-R responder criteria at 
the end of weeks 1, 3, and 10 and the 
CGl-1 responder criteria at the end of 
weeks 1. 2, 3. 4, and 10 (P<. 05). With 
a 10% difference in responder rates for 
both the CDRS-R and CGl-I, the num- 
ber needed to treat to expect a differ- 
ence in response between sertraline and 
placebo would be 10 using either cri- 
terion. Patients treated with senraline 
also had numerically better scores 
at study end point compared with 
placebo patients on the MASC, 
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PQ-LES-Q, and CGAS (Table 2). How- 
ever. the differences between treat- 
ment groups did not reach statistical sig- 
nificance. 

Tolerability 

The mean dosage of study drug admin- 
istered to patients who completed 10 
weeks of double-blind treatment was 
131 mg/d of sertraline and 144 mg/d of 
placebo equivalent, and the median 
duration of exposure to study drug was 
the same in both treatment groups (68 
days). Sertraline in the dosage range of 


50 to 200 mg/d was generally well tol- 
erated. In the majority (>90%) of 
patients, adverse events were mild or 
moderate in inicnsitv. There were 4 
adverse events that occurred in at least 
5% of sertraline-treated patients and 
with an incidence of at least twice that 
in placebo patients: diarrhea, vomit- 
ing. anorexia, and agitation (Table 3). 
Seventeen sertraline-treated patients 
(9%) discontinued the stud)- because of 
adverse events: 1 3 of these patients were 
children. Seven sertraline-treated 
patients and 6 placebo patients had 


adverse events that met the estab- 
lished criteria for a "serious" adverse 
event, including suicide attempt (2 ser- 
traline and 2 placebo), suicidal ide- 
ation (3 sertraline), and aggressive reac- 
tion (1 sertraline), as well as medical 
hospitalizations (1 sertraline and 4 
placebo). There were no clinically 
important differences between the 2 
treatment groups with respect to iabo- 
raior>’ test, vital sign, physical exami- 
nation. or electrocardiographic find- 
ings. The mean change in body weight 
from baseline to the final visit was -0.38 
kg among patients treated with sertra- 
line and +0.78 kg among placebo 
patients (P= ,001). 

COMMENT 

In the trials reported here, sertraline was 
found to be more effective than pla- 
cebo for treatment of pediatric MDD. 
with statistically greater improvement 
occurring as early as week 3. Of the 3 
randomized, double-blind, placebo- 
controlled trials of an SSRl m pediat- 
ric MDD that have been published to 
date.-’"' ” only I . the study by Emslie ct 
a!*” of fluoxetine, reported statistically 
significantly better results for the pro- 
spectively defined primary end point, 
and this was a comparatively small 
(n = 96) single-center trial. Thus, our 
trials describe the largest positive psy- 
chopharmacoiogical study of pediat- 
ric MDD. using an international mul- 
ticenter study design. 

The significance of the results is clini- 
cally as well as statistically relevant. 



30 ■ - 

Baseline t23<i5&7t'Sio Oveai 


CORS-R Indicates Ctiildren's Depression Rating Scale-Revised Best Description of Child total score Data are 
least square means at each visit week, with mean scores averaged to give the overall mean, from a repeated- 
measures mixed-model analysis with age category, site, treatment, week, and week-by-treatmeni interaction 
used as fixed effects, subject as a random effect, and baseline effect as a covanate. Error bars indicate SE of the 
adjusted means, derived from the repeated-measures mixed-mooei procedure P values are as follows week 
1, 09; week 2, R* 08; week 3 ,Rb. 01; weeka. Ra 008-, week6.R=.37 week8.R= 18; week 10.R=.00l; 

and mean response, Pm.Q07. 


Table 2. Secondary End Point Measures 



Baseline Score, 

Adjusted Overall Score. 

Adjusted Change in Score 



Mean (SO) 

Mean (SE)’ 

From Baseiine, 

Mean (SE)* 


Measures 

Sertraline 

Placebo 

Sertraline 

Placebo 

Sertraline 

Placebo 

Valuet 

CGi-i 

NA 

NA 

2.56 (0.06) 

2.75(0.06) 

NA 

NA 

009 

CGi-S 

4.57 (0.64) 

4.54 (0,66) 

3.33 (0.05) 

3.55 (0-05) 

-1.22(0.05) 

-1.01 (0.05) 

.005 

CGAS 

K).2l (7.07) 

49,71 (7.17) 

66.00 (1.04) 

64 69(1.04) 

16.04 (( .04) 

14.74 ((.04) 

,38 

MASC 

51.06 (19.0) 

51,85(20.09) 

45.90(1.17) 

48.35 (1.(6) 

-5.56 (1.17) 

-3.11 n i6l 

.14 

PQ-LES-Q 

49.43(10.82) 

48,92 (10-94) 

65 63 (0 68) 

53.85 (0-68) 

6.46 (0.68) 

4,68 (0 63) 

.07 


Abbrevnatiwis: CGAS. Cfxiaren s ©coat Assessment Scale, C©-l. Orxcal ©obai imoression ol Smorovement scale; CGi-S. Cllmcai GODai impression oi Severny of Wness scae; 
MASC. Multidimensional Anxiety Scale tor Cnifdren: NA, not aopi'Catse. PO-L£S-0. PecJainc Ouakiy ol Life Enioyment ano Satisfaction Oueswrinaire. 

'For !he CGt-i and CGf S, least spuare means ano SEs are provided frexn a reoeated-measures. mixed-rnooet analysis wiin age category, site, treatment, week, and week by- 
ireatmeni mteraciton used as fixed effects in tne mode and sobtect used as a ranctom effect Baselme C©-S score was used as a covanate for tne analysis of CGi-S. Change 
from baseline of CGi-S ano observed value of CG(-i were analyzed For the CGAS. MASC. ana PQ-iBS-Q. fast-observaiion-carneo-icywara least sou^ rneans and SEs are 
orewfed from analysis of covariance, including prcMocoi number, treawnertt. a^. and basetneetfects Repeated-measures analysis was not used for tnese end cants because 
values were couecteo only ai baseline and study end. 

tP values were derived from t i«is ano are tne same lex both adjusted overall scores ano adjusted changes m scores 
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Variability of response is typical in pe- 
diatric trials and was clearly evident in 
our study, as demonstrated by the high 
placebo response rates."'’ Larger varia- 
tion in response is expected with greater 
numbers of panicipaung sites because 
random errors from subject and mea- 
surement variation (particularly with 
subjective measurements) increase ^^^lh 
a larger number of investigators with 
different degrees of experience.*'' *’ We 
used a large number of sites (53) com- 
pared with a relatively small number of 
sites in the fluoxetine studies (15 and 
1).’'' ’" Additionally, the multinational 
nature of this study possibly contrib- 
uted to the variability seen. While no 
statistically significant treatment-by- 
cenier, study, sex. or age interactions 
were noted, this does not entirely pre- 
clude an effect of variability, as long as 
the effect size from center to center was 
similar. The fact that no placebo- 
controlled study of tricyclic antidepres- 
sants in children has ever shown sig- 
nificant difference from placebo-''’ 
suggests that even though the differ- 
ences obserx'cd in this study were nu- 
merically small, they are nonetheless 
important. 

Mean baseline levels of symptom se- 
verity' were moderate to severe, as judged 
by the CDRS-R loul scores, and these 
levels were mild following 10 weeks of 
treatment. Additionally, the degree of 
drug-placebo difference was similar to 
that observed with fluoxetine.’'’ which 
was recently approved by the FDA for 
treatment of pediatric MDD. In fact, the 
magnitude of response was greater for 
sertraline (the mean change from base- 
line to study end point in CDRS-R total 
score was -22.0 for fluoxetine vs -14.9 
for placebo; mean change from base- 
line to study end point in CDRS-R total 
score was-27.31 for sertraline vs-23.89 
for placebo) , A larger-than-ejqaectcd per- 
centage of patients in the fluoxetine 
study had self-rated depression scores 
that were in the lower range of sever- 
ity. and approximately one third of those 
patients had comorbid aiieniion-deficii/ 
hyperactivity disorder, while less than 
10% (36/376) of our patients did, li is 
unknown, however, whether these dif- 


ferences account for the differential treat- 
ment responses observ'ed between the 
fluoxetine study results and ours. 

The treatment effect size observed in 
these studies was modest in compari- 
son with that typically observ'ed m adult 
studies.'*” In pan. this appears to be re- 
lated to the relatively high rate of re- 
sponse to placebo in our patient sample 
(53%, CGl'i respond rate). High plan 
cebo response rates have been a consis- 
tent feature of psychopharmacological 
studies of depressed adults."*” and al- 
though studies of depressed youths are 
comparatively small in number, the data 
surest that the placebo respond rate 
IS at least as high in this age popula- 
In our study, the exact na- 
ture of the high placebo response rate 
IS unclear, but possible factors include 
frequent follow-up visits, the relatively 
large number of centers involved (in- 
creased variability), and language/ 
cultural factors. Increased visit fre- 
quenq- and the aiiemion associated with 
these visits may' have an intrinsic com- 
ponent of therapy and is different than 
a "waiting period" control, in which 
there is no interaction. Furthermore, 8 
placebo patients (4.3%) were receiving 
some form of psychotherapy during the 
course of the study and 29 (15.7%) had 
received psychotherapy prior to enroli- 
mem, potentially providing these pa- 
tients with access to previously learned 
exercises. Thus, randomization to re- 
ceipt of placebo does not imply com- 
plete lack of treatment. 

Suicidality is an important concern 
in depressed patients (Recently, regu- 
lators in the United States and the 
United Kingdom have issued adviso- 
ries about the use of paroxetine, 
another SSRI. in the treatment of chil- 
dren and adolescents with MDD The 
FDA is currently re\iewing these data 
and a final determination regarding 
paroxetine and suicide risk has not yet 
been reached.) In our sertraline study, 
the numixT of suicide attempts was the 
same in each ircaiment group (2 for 
sertraline and 2 for placebo). Our trials 
showed a bek of significant difference 
in suicidal ideation betw^h seriraline- 
treaied and ptacebo'^uenis. as mea- 


Tabie 3. Treatment-Emergent Adverse 
Events in Patients Analyzed for Safety" 


Adverse Events 

Sertraline 

Placebo 

ChiJdrent 


insomnia 

17(19.8) 

7 (8.0) 

Diarmea 

13 (15.1) 

4 (4.5) 

Anorexia 

9(10.5) 

2 (2.31 

Vomiting 

8 (9.3) 

4(4,5) 

Agitation 

7(8.11 

2 (2.3) 

Unnary incontinence 

6(7.0) 

0 

Pvrpura 

5 (5.6) 

1 (i.i; 


Adoiescent&t 

Vomiting 

8(7.8) 3(3.1) 

Oia.’rnea 

7(6.8) 3(3.1) 

'Dao are exoresseo as No. (%i lew events occomng m ai 

least 5A> oi senraime-' 

ireatea oaienis and win an in 

cidence of at least 2 i 

limes trial seen m oiacetx) oa- 

iients. 


tFor senraiine. n = 86 ar 

'0 lor piaceido. n = 88 

jFo^ sertraline, n = 103 i 

ino lor piaceDo n = 96 


sured by the CDRS-R. In paiicnis who 
continued into the 24-week open-label 
extension study, only 1 episode of sui- 
cidal Ideation was reported, and the 
investigator attributed this event to 
leasing by classmates. Additionally, the 
Besi Pharmaceuticals for Children Act 
requires a review of adverse events 
for a period of 1 year after a drug is 
granted pediatric exclusivity. This 
review of sertraline's safety data was 
recently conducted by the FDA. The 
agency concluded: “These reports do 
not provide any safety signals that indi- 
cate that the Agency needs to do any- 
thing except continue to actively assess 
the evolving benefit-risk profile of 
these products Isertralinej,'*^’’ Regard- 
less. it is important to carefully super- 
vise and assess the potential for suicid- 
ality in all patients with MDD, and 
larger studies on this issue should be 
conducted. 

Although our trials were not pow- 
ered to detect differences by age group, 
there was some suggestion that sertra- 
line may be more effective in adoles- 
cents. Further studies may be helpful 
to determine whether both age groups 
respond equally well to drug therapy. 

Sertraline appears to be generally well 
tolerated, although these trials were pow- 
ered only for efficacy. Patients treated 
with sertraline more frequently experi- 
enced agitation, anorexia, diarrhea, nau- 
sea, purpura, urinary incontinence, and 
vomiting. Although the incidence of dis- 
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coniinuaiions due to adverse events was 
similar between treatment groups in ado- 
lescents. a higher proportion of sertra- 
line-treated children discontinued 
because of adverse events. The nature 
of this difference is unclear, although 
identical dosing regimens were used for 
ftoih age groups and it is possible that 
■he higher serum levels of sertraline in 
rchiidren^^ resulted in the greater inci- 
f dence of adverse events. This may sug- 
gest a need for reduced initial doses or 
slower titration of sertraline in children 
compared with adolescents in an effort 
to improve tolerabiiirt'. Regardless of age. 
careful symptomatic monitoring is war- 
ranted in all patients with MDD. 

Discontinuation of sertraline was not 
associated with withdrawal symptoms 
in either the 10-w'eek double-blind trials 
or the 24-week open-label extension 
study. A!! patients entering the exten- 
sion study began open-label treatment 
with 50 mg/d of sertraline, regardless 
of their dosage in the double-blind 
study, and no significant untow-ard reac- 
tions were noted as a result of this dos- 
age change. 

The clinical importance of the weight 
difference noted in the lO-week trials 
is unclear, but in a subset of patients 
(n»226) who continued into the 24- 
week open-label extension study, this 
pattern was reversed and patients pre- 
viously treated with sertraline dis- 
played a mean weight gain (+2,98 kg) 
that was greater than in patients pre- 
viously randomized to placebo (+1,22 
kg).'*'* Because appetite and weight 
changes are common in MDD. it is ad- 
visable for practitioners to monitor 
weight patterns in all patients with de- 
pression. 

Acute studies such as reported here 
are limited by several factors, includ- 
ing the subjective nature of rating scales 
and the relatively short duration of 
treatment exposure. The applicability 
of these scales to younger patients with 
less developed insight and ability to 
form abstract thought is unclear. In ad- 
dition, most patients were treated with 
doses of study drug lower than the 
maximum allowed by the protocol, and 
it is possible that in a longer-term stud)’. 


investigators would have titrated the 
dosage to higher levels. Although no 
dose-response relationship for sertra- 
line has been demonstrated, patients 
who do not respond tniiiallv to lower 
dosages may respond to dosage esca- 
lation, up to a maximum of 200 mg/d. 

Major depressive disorder is a seri- 
ous public health problem that is fre- 
quently underdiagnosed and inad- 
equately treated. Given the paucity of 
empirical data available to guide physi- 
cians in the psychopharmacological 
treatment of pediatric MDD. further re- 
search is needed. Whether lower miital 
dosages in children would improve lo!- 
erabihty or long-term sertraline treat- 
ment in children and adolescents would 
result in maintenance of effect and an 
improvement of quality of life deserves 
study. Nonetheless, the results re- 
ported here support the conclusion that 
sertraline is an effective, safe, and well- 
tolerated short-term treatment for chil- 
dren and adolescents with MDD. 
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Psychopharmacological Treatment 
of Major Depressive Disorder 
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T he report by Wagner and colleagues' jn this is- 
sue of T he Journal, a pooled analysis of 2 muUi- 
center. double-blind, randonaized placebo- 
controiied trials evaluating the effect of the selective 
serotonin reuptake inhibitor (SSRI) sertraline on children 
and adolescents aged 6 to 17 years with major depressive 
disorder (MDD), constitutes the largest positive psveho- 
pharmacologica! study of MDD in this age group reported 
to date. The primaiy outcome was change from baseline in 
the Children's Depression Rating Scale-Revised (CDRS-R). 
with a prospectively determined primary efficacy measure 
of the CDRS-R Best Description of Child total score; sec- 
ondary efficacy measures included the proportion of CDRS-R 
responders, defined as patients who had at least a 40% de- 
crease in the adjusted CDRS-R total score. The results in- 
dicate a statistically significant improvement for patients re- 
ceiving active drug vs those receiving placebo. 

An increasing body of knowledge confirms that depres- 
sion is a common and serious illness in youth, affecting 3% 
to 8% of children and adolescents.* Moreover, rates of de- 
pression increase dramaticaliy as children move into adoles- 
cence.’ An estimated 20% of adolescents have had at least I 
episode of MDD by age 18 years, while 65% report transient, 
less severe depressive symptoms." " Depression compro- 
mises the developmental process: feelings of w-orihlessness. 
low self-esteem, and thoughts of suicide are common, as arc 
difficulties with concentration and monvatton.*' As many as 
20% of adolescents each year have suicide ideation and 5% 
to 8% attempt suicide.' While the majority of attempts arc 
not lethal, suicide is a leading cause of death in adolescents 
and is a major health care concern. One of the major risk fac- 
tors associated with suicide is depression. 

Depressive disorders in children and adolescents can be 
chronic and recurrent. The mean length of a major depres- 
sive episode in youth aged 6 to 17 years is 7 to 9 months, 
with remittance commonly occurring over a 1 V 2 - to 2-year 
period.® Longitudinal studies suggest a strong |>oicntial for 
recurrence; 48% to 60% of this age group have recurrence 
of major depression after an initial MDD episode within 5 
years.®-® 


See also p 1033. 
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Although depression in youth is now recognized as a sig- 
nificant health concern, identification of safe and effective 
treatment has been challenging. The study by Wagner et ai 
in this issue of THE Journal is the fourth published double- 
blind, placebo-controlled study demonstrating efficacy in 
the treatment of MDD in children and adolescents: all stud- 
ies included SSRls. !n 1997. Emshe et af reported the first 
randomized controlled trial examining the efficacy of an an- 
udepressani (fluoxetine) in the treatment of MDD. In 2001. 
Keller ci al'‘' reported a trial showing the efficacy of parox- 
etine. In 2002. Emsiie ei al" reported another positive study 
with fluoxetine. In 2001. Wagner et al'* presented data from 
a positive double-blind, placebo-controlled trial of cii.alo- 
pram. but to date, the results have not been publishctl in a 
pcer-revicw’ed journal. 

A number of psychotropic medications esiablishec! as sale 
and effective in the treatment of MDD in adult.s hav e been 
investigated in youth but may not be effective, including in- 
cyclic antidepressants, monoamine oxidase inhibitors, am) 
venlafaxine.'”" There are also safety concerns regarding tlic 
use of tricyclic antidepressants in children and adoles- 
cents. including lethality in overdose and cardiac conduc- 
iion delays (and possibly increased risk of sudden ticatli) 
in therapeutic dosages.'’ 

On the basis of the 2 positive studies,'”' fluoxcimc has 
received US Food and Drug Administration (FDA) iabrl- 
ing as safe and effecuve for the treatment of MDD in chil- 
dren and adolescents However, the SSRI findings arc mu 
without controversy. The beneficial effects in both fluox- 
etine studies were modest.” " and in the second, larger mid- 
ncenier study," not all of the prospectively identilied pii* 
mar\- outcome measures were significantly different than with 
placebo. 

Similarly, in the study by Keller et al,"’ the response l iuc 
for patients receiving paroxetine was 63% compared with 
50% for imipramine and 46% for placebo. Only I of 2 pro- 
spectively identified primary outcome measures achievcti 
siatisiica! significance. Two other large placebo-controlled 
trials of paroxetine in MDD were negative (written com- 
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nunication, Philip Perera, MD, Medical Informauon De- 
panmeni, GlaxoSmithKline, July 9. 2003)."’ 

In the current study by Wagner et al. 69% of the patients 
receiving sertraline were considered responders compared 
with 59% of those receiving placebo, a difference of only 
10%. ' These findings suggest that children may be more re- 
sponsive than adults to nonspecific measures of support that 
are included in the placebo response, possibly because chil- 
dren and adolescents are in a more dependent and reactive 
developmental state. 

Despite this limited evidence base, prescription of psy- 
chotropic medications for the treatment of depression in chil- 
dren and adolescents has increased dramatically,'' In a study 
of almost 900000 youths enrolled in 3 large health care sys- 
tems, antidepressant medication prevalence increased in the 
period 1987-1996 by a factor of 3.6 at one site. 6.2 at a sec- 
ond, and 10.4 at a third.'' 

One attractive feature of the SSRIs has been their relative 
safety profile. Previous concerns regarding a possible asso- 
ciation with suicidal ideation and attempts m adults led to 
scientific review, as well as congressional hearings, ulti- 
mately revealing no causal link.'** 

Recent reports by regulatory agencies have expre^ed con- 
cern regarding the use of paroxetine in children and adoles- 
cents. On June 10, 2003, Gordon Duff, chairman of the Com- 
mittee on Safety in Medicines in Great Briiam, wrote that 
paroxetine was now contraindicated and “should not be used 
in children and adolescents under (he age of 18 years to treat 
depressive illness."'’ This message came 2 weeks after new 
data from clinical trials sponsored by the manufacturer of par- 
oxetine were received by the Medicines and Health Care Prod- 
ucts Regulatory Agency (MHRA). These trials of paroxetine 
included more than 1000 patients aged 7 to 17 years (writ- 
ten communication. Philip Perera. MD, Medical Informa- 
tion Department. GlaxoSmithKline, July 9. 2003). There were 
no deaths due to suicide, although the rates of suicidal think- 
ing and suicide attempt were higher among those receiving 
paroxetine compared with placebo. An expert working group 
reviewed the data and concluded that paroxetine did not dem- 
onstrate efficacy in depressive illness in this age group. In ad- 
dition. the risk of harmful outcomes, including episodes of 
self-harm and potentially suicidal behavior, was estimated to 
be between 1.5 and 3.2 rimes higher with paroxetine than with 
placebo. The balance of risks and benefits with paroxetine 
was assessed to be “unfavourable when used to treat depres- 
sive illness in this age group."” 

On June 19, 2003, the FDA posted a ulk paper indicating 
that the possible increased risk of suicidal thinking and sui- 
cide attempts in youth younger than 18 years who were treated 
with paroxetine for MDD was being reviewed.^The FDA rec- 
ommended that paroxetine not be used in children and ado- 
lescents with MDD while this issue was under review. Both 
the FDA and the MHRA suggest that there is no evidence that 
paroxetine is effective in children or adolescents with MDD,”-^ 
even though the study by Keller ct al'° reported some Ixrnefit. 
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In addition, in the study by Keller ei al."' senous adverse 
events were defined as those that resulted in hospiializa- 
tlon, were associated with suicidal gestures, or were 
described by the treating physician as serious. Serious 
adverse e\'ents occurred in 11 patients treated with parox- 
etine, 5 with imipramine. and 2 with placebo. The serious 
adverse events in the paroxetine group included 10 
patients with various psychiatric events, including worsen- 
ing of depression (n = 2). emotional lability, which 
included suicidal ideation and gestures (n = 5). conduct 
problems or hostility, including a^ressiveness (n=2), and 
euphoric mood or expansiveness (n=l)- Seven patients in 
the paroxetine group were hospitalized because of worsen- 
ing depression (n = 2), emotional lability (n = 2). conduct 
problems (n* I). or euphoria (n= I). In the placebo group, 
I patient had emotional lability and 1 patient had worsen- 
ing depression; both were considered serious adverse 
events. 

In the study by Wagner and colleagues, sertraline was 
reported as generally well tolerated, although more 
patients receiving the active drug (9%) than receiving pla- 
cebo (3%) discontinued medication because of adverse 
events, most commonly reported as abdominal pain, diar- 
rhea. and nausea.' Serious adverse events included suicide 
attempts in 2 patients in the sertraline group and 2 
patients in the placebo group; 3 patients receiving sertra- 
line had suicidal ideation and 1 receiving sertraline had an 
aggressive reaction. 

In contrast, the fluoxetine studies do not report higher 
rates of adverse events, including mood symptoms or sui- 
cidal ideation, with active drug compared with placebo,’ ' ' 

Depression is an illness associated with agitation, de- 
spair, self-loathing, and suicide. Suicide attempts may oc- 
cur as depression is lifting and an individual is energized 
enough to act on thoughts of self-harm. Since suicide is rare 
in children and adolescents, ascertaining whether there is 
a meaningful increased risk of suicidal ideation, suicide at- 
tempts, or suicide completion associated with any medica- 
tion used to treat depression will require review of large num- 
bers of patients. 

Until this issue is resolved, prudent practice in the treat- 
ment of depressive illnesses in children and adolescents must 
include careful attention to the decision to treat a child or 
adolescent with medication for MDD; clinical expertise with 
mental health assessment, consideration of varied treat- 
ment modes including cognitive behavioral or interper- 
sonal psychotherapy, partnership with patients and their par- 
ents. and careful attention to symptom course, particularly 
emotional lability and the assessment of suiciijai ideation 
in youth who are treated with antidepressant medications 
(specifically. SSRIs. and more particularly, paroxetine). Cur- 
rent evidence continues to support the use of SSRIs. par- 
ticularly fluoxetine and sertraline, in the treatment of MDD 
in children and adolescents. Caution is indicated at this lime 
regarding the use of paroxetine in children and adoles- 
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cents with MDD, and a clinician would be ill-advised to be- 
gin treatment with paroxetine for a patient younger than 
18 years with MDD. In patients who have been identified 
as having a robust response to paroxetine, it does not ap- 
pear prudent to switch to another SSRI based on current data. 
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Pediatric Program Summary Statistics 

Since the pediatric exclusivity program began, 283 Written Requests have been issued and 88 
drugs have been granted exclusivity. Among these, onfy fluoxetine has been approved for the treatment of 
major depressive disorder in pediatric patients; the labeling changes for pediatric major depressive disorder 
that were made following these studies are summarized as follows: 


• Effectiveness established in patients 8-17 years of age for MDD 

• Decreased weight gain has been observed in association with the use of fluoxetine, as with other 
SSRJs. In one 1 9- week clinical trial pediatric subjects treated with fluoxetine gained an average of 
1 . 1 cm less in height (p=0.004) and 1.1 kg less in weight (p=0.008) than those treated with placebo. 
Therefore, height and weight should be monitored periodically in pediatric patients treated with 
fluoxetine. 

• Mania'hypomania led to discontinuation of 1 .8% of fluoxetine treated patients vs. 0% of placebo 
controlled patients in the three placebo-controlled trials combined. Regular monitoring for the 
occurrence of mania/hypomania is recommended 

• Higher average steady state fluoxetine and norfluoxetine concentrations were observed in children 
than in adolescents. These differences were almost entirely explained by differences in weight. 

• Separate dosing recommendations in lower weight children 


The Division of Neuropharmacologic Drug Products has developed a template for pediatric written requests 
for the study of antidepressants, which is provided here. 


Sample Written Request for Antidepressants 

This is a sample Written Request outlining the pediatric studies the Agency believes will provide a 
meaningful health benefit to the pediatric population for antidepressants. An actual Wrinen Request may 
differ from this sample depending upon the nature of the specific drug product and any other indications for 
which it is used. To receive a formal Wrinen Request for pediatric studies under section 505A of the 
Federal Food, Drug, and Cosmetic Act for a particular antidepressant agent, please submit a proposed 
pediatric study request to the Division of Neuropharmacologic Drug Products. The proposed pediatric study 
request should incorporate the material in this sample and include descriptions of any other studies 
necessary to provide a meaningful health benefit to pediatric populations. Please refer to the outline in the 
"Guidance For Industry - Qualifying for Pediatric Exclusivity Under Section 505A of the Federal Food, 
Drug, and Cosmetic Act," for additional information. 

NDA XX-XXX 
Sponsor 

Attention; Contact 
Address 

Three Years From the 

Date of the Original WR 

Dear Contact: 

Reference is made to your Proposed Pediatric Study Request submitted on [Insert date] to your New Drug 
Application for [Insert Drug]. 

To obtain needed pediatric information on [Insert drug], the Food and Drug Administration (FDA) is hereby 
making a formal Wrinen Request, pursuant to Section 505A of the Federal Food, Drug, and Cosmetic Act 
(the Act), that you submit information from the trials in pediatric patients with depression described below. 


-Page 1- 
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Background Comments on Pediatric Depression 

Under current regulations (21 CFR 201.57(f)(9)(iv)], a new claim in a pediatric population could be 
established by extrapolating the effectiveness results of adequate and well controlled studies in adults for 
the same entity if it were believed that depression was essentially the same disease in adults and children. 
Under FDAMA (1997), a claim might be based on a single study in pediatric patients along with 
confirmaiory evidence from another source, perhaps adult data for that disorder, an approach considered in 
the draft guidance document entitled "Guidance for Industry - Providing Clinical Evidence of Effectiveness 
for Human Drug and Biological Products". This approach too requires some degree of belief that the course 
of the disease and the effects of the drug are sufficiently similar in the pediatric and adult populations to 
make data from the adult efficacy studies pertinent to pediatric patients. Unfortunately, in our view there is 
little reason to assume continuity betw'een adult and pediatric depression and our concern about the 
exirapolability of adult depression data to pediatric depression is more than theoretical. While we, of 
course, acknowledge the one published positive report of fluoxetine in pediatric depression (Emslie, et al, 
1997), we are concerned about the preponderance of negative studies of antidepressants in pediatric 
populations. We recognize that all of these negative studies utilized tricyclic antidepressants, and that, in 
addition, there are other possible explanations for the negative outcomes, e.g., sample size, entry criteria, 
outcome measures, etc. Nevertheless, these negative trials (at least 12 in number) lead to a substantia! 
concern about the ability to extrapolate positive antidepressant findings from adult to pediatric patients. 
Consequently, we believe that a pediatric depression claim for any antidepressant already approved in adult 
depression would need to be supported by two independent, adequate and well controlled clinical trials in 
pediatric depression. In addition, a pediatric depression program would need to include pharmacokinetic 
information and safety information in the relevant pediatric age groups. For pediatric depression, we 
consider the relevant age groups to include children (ages 7 through 1 1) and adolescents (ages 12 through 
17). 

Specific Study Requirements for Development Program in Pediatric Depression 
Types of Studies: 

Pediatric Efficacy and Safety Studies 
Pediatric Pharmacokinetic Study 
Pediatric Safety Study 

Objective/Rationale: 

The overall goal of the development program is to establish the safely and efficacy of the study drug in the 
treatment of pediatric depression, and to develop other information, e.g., pharmacokinetic, pertinent to 
using the drug in the pediatric population. 

Study Design; 

Pediatric Efficacy and Safety Studies 

For the controlled efficacy studies, conduct two randomized, double-blind, parallel group, placebo* 
controlled acute treatment trials, with a recommended duration of at least 6 to 8 weeks. We recommend that 
at least one of the two studies should be a fixed dose study including two or more fixed doses of the study 
drug. You may consider dosing patients on the basis of patient weight. Randomization must be stratified by 
the two age groups studied. Ideally, a relapse prevention trial would follow from the acute treatment trials, 
involving the randomization of responders from the acute treatment trials to continuation on either study 
drug or placebo, with follow-up observation for relapse for a period of 6 months or more. Please note that a 
relapse prevention trial is not required under this wTitten request. 

Pediatric Pharmacokinetic Study 

A pharmacokinetic study io provide information pertinent to dosing of the study drug in the relevant 
pediatric population. These data could come from traditional pharmacokinetic studies, or alternatively, from 
population kinetic approaches applied to controlled efficacy trials or to other safety trials. Y ou should be 
aware that a guidance document on population pharmacokinetic studies is available under 
[www.fda.gov/cder/guidance/1852ftil.pdf]. 

Pediatric Safety Study 

Safety data should be collected in the controlled efficacy trials. Longer-term safety data should be generated 
in longer-term open extensions from these trials and/or in separate longer-term open safety studies. 

Age Group In Which Study(ies) will be Performed - All Studies: 

Both children (ages 7 to 1 1) and adolescents (ages 12 to 17) should be equally represented in the samples, 
and there should be a reasonable distribution of both sexes in these strata. 

Number of Patients to be Studied or Power of Study to be Achieved: 
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Pediatric Efficacy and Safety Studies 

While it is difficult to specify the sample size needed to show a difference between drug and placebo in this 
population, it should be noted that, in the only published positive antidepressant trial in pediatric depression 
(Emslie, et al, 1997), there were AZ patients in each of the two treatment arms. 

Pediatric Pharmacokinetic Study 

A sufficient number of subjects to adequately characterize the pharmacokinetics in the above age groups. 
Pediatric Safety Study 

A sufficient number of pediatric patients to adequately characterize the safety of [Insert drug] at clinically 
effective doses for a sufficient duration. 

Entry Criteria: 

The protocols should include a valid and reliable diagnostic method for recruiting children and adolescents 
with major depressive disorder. 

Study Endpoints: 

Pediatric Efficacy and Safety Studies 

It is essential to identify a single primary outcome for the controlled efficacy trials, and ordinarily this 
should be change from baseline to endpoint on whatever symptom rating scale you have chosen for your 
trials. 

Pediatric Pharmacokinetic Study 
Pharmacokinetic measurements as appropriate. 

Pediatric Safety Study 

Appropriately frequent standard measures of safety (clinical - includmg signs and symptoms and 
laboratory). 

Statistical Information: 

Pediatric Efficacy and Safety Studies 

These trials should have a detailed statistical plan. Ordinarily these trials should be designed with at least 
80% statistical power to detect a treatment effect of conventional (p="0.05) statistical significance. 

Pediatric Pharmacokinetic Study 

Descriptive analysis of the pharmacokinetic parameters. 

Pediatric Safety Study 
Descriptive analysis of the safety data. 

Study Evaluations: 

Pediatric Efficacy and Safety Studies 

A scale specific to pediatric depression and sensitive to the effects of drug treatment of pediatric depression, 
e.g., the Children’s Depression Rating Scale-Revised, and a global measure, e.g., the Clinical Global 
Impression (CGI). 

Pediatric Pharmacokinetic Study 

The pharmacokinetic assessments should be made with respect to the study drug and any metabolites that 
make substantial contribuiions to its efficacy and/or toxicity. For the parent and each metabolite followed, 
the data collected should provide estimates of the pharmacokinetic parameters including AUC, half-life, 

Cma, , lmM> and apparent oral clearance in pediatric subjects in the relevant age range. You should be aware 
that a draft guidance document on pediatric pharmacokinetic studies is available under 
fda.gov/cder/guidance/index.htm, under Clinical/Pharmacological (Draft)]. 

Pediatric Safety Study 

Routine safety assessments should include vital signs, weight, clinical laboratory, ECGs, and monitoring for 
adverse events. Although not a part of this Written Request, we remind you that it may be important to 
determine the effect of the study drug on the growth and development of pediatric patients, and we 
encourage you to consider longer-term studies of a year or more to address this question if the acute studies 
demonstrate antidepressant activity. 

Drug Information: 

Use age appropriate formulations In the studies described above. Since the pediatric patient population 
consists of both children (ages 7 to 1 1) and adolescents (ages 12 to 17), your marketed dosage formulation 
should be adequate for these studies. 

Drug Concerns: 

Specific concerns, if any, related to administration of drug to pediatric patients is to be conveyed in this 
paragraph. 

Labeling that may result from the studies: 

The pediatric depression efficacy, safety, and pharmacokinetic studies described in this request could result 
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in the addition to labeling of information pertinent to these studies. 

Formal of reports to be submitted: 

Full study reports or analyses, not previously submitted to the Agency, addressing the issues outlined in this 
request, with full analysis, assessment, and interpretation. In addition, the reports are to include information 
on the representation of pediatric patients of ethnic and racial minorities. Include other information as 
appropriate 

Timeframe for submitting reports of the Sludy(ies): 

Reports of the above studies must be submitted to the Agency within 3 years from the date of this letter to 
be eligible to qualify for pediatric exclusivity extension under Section 505A of the Act. Please remember 
that pediatric exclusivity attaches only to existing patent protection or exclusivity that has not expired at the 
time you submit your reports of studies in response to this Wrinen Request. 

Response to Wrilten Request: 

As per the Best Pharmaceuticals for Children Act, section 4(A), within 1 80 days of receipt of this Written 
Request you must notify the Agency as to your intention to act on the Written Request. If you agree to the 
request then you must indicate when the pediatric studies will be initiated. 

Please submit protocols for the above studies to an investigational new drug application (IND) and clearly 
mark your submission ’ PEDIATRIC PROTOCOL SUBMITTED FOR PEDIATRIC EXCLUSIVITY 
STUDY" in large font, bolded type at the beginning of the cover letter of the submission. Please notify us as 
soon as possible if you wish to enter into a WTitten agreement by submitting a proposed written agreement. 
Clearly mark your submission "PROPOSED WRITTEN AGREEMENT FOR PEDIATRIC STUDIES” 
in large font, bolded type at the beginning of the cover lener of the submission. 

Reports of the studies should be submitted as a supplement to your approved NDA with the proposed 
labeling changes you believe would be wananted based on the data derived from these studies. When 
submitting the reports, please clearly mark your submission "SUBMISSION OF PEDIATRIC sxu 0 y 
REPORTS - PEDIATRIC EXCLUSIVITY DETERMINATION REQUESTED" in large font, bolded 
type at the beginning of the cover letter of the submission and include a copy of this letter. Please also send 
a copy of the cover letter of your submission, via fax (301-594-01 83) or messenger to the Director, Office 
of Generic Drugs, HFD'600, Metro Park North 11, 7500 Slandish Place, Rockville, MD 20855-2773, 

If you wish to discuss any amendments to this Written Request, please submit proposed changes and the 
reasons for the proposed changes to your application. Submissions of proposed changes to this request 
should be clearly marked "PROPOSED CHANGES IN WRITTEN REQUEST FOR PEDIATRIC 
STUDIES" in large font, bolded type at the beginning of the cover lener of the submission. You will be 
notified in writing if any changes to this Written Request are agreed upon by the Agency. 

We hope you will fulfill this pediatric study request. We look forward to working with you on this matter in 
order to develop additional pediatric information that may produce health benefits to the pediatric 
population. 

if you have any questions, contact [Insert Name], Regulatory Project Manager, at [Insert telephone 
number]. 

Sincerely yours, 

[Office Directors Name] 

Director 

Office of Drug Evaluation 1 

Center for Drug Evaluation and Research 
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Drug Utilization for Selected 
Antidepressants Among Children & 
Adolescents in the U.S. 



Gianna C. Rigoni, Pharm.D., M.S. 

Epidemiologist 

Division of Surveillance, Research & Communication 
Support 

Office of Drug Safety, CDER, FDA 
February 2, 2004 





Objectives 


To describe the use of selected 
antidepressant products in 1-17 year olds in 
the U.S. 

To examine the physician specialties 
responsible for the prescribing of these 
products to 1-17 year olds 
To identify the primary diagnoses for which 
these products are used in 1-17 year olds 




PDAC Selected Antidepressants 

• Fluoxetine HCI 

Prozac Prozac Weekly . Sarafem all generic manufacturers 

• Bupropion HCI 

Weilbutnn . Wellbutrin SR . Wellbutnn XL . & all generic manufacturers 

• Sertraline HCI (Zoioft ) 

• Paroxetine HCI 

Paxtl . Paxil CR , & all generic manufacturers 

• Citalopram HBr (Celexa' ) 

• Escitalopram Oxalate (Lexapro ) 

• Fluvoxamine Maleate 

Luvox & ail generic manufacturers 

• Venlafaxine HCI (Effexor .Effexor XR) 

• Nefazodone HCI (Serzone ) 

• Mirtazapine 

Remeron . Remeron SolTab .& ail generic manufacturer 




FDA Labeled Indications for 
Antidepressant Use in Pediatrics 

Pediatric major depressive disorder 
(MDD) 

Fluoxetine 

Pediatric obsessive-compulsive 
disorder (OCD) 

Fluoxetine 

Sertraline 

Fluvoxamine 
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Methods 


Data analyzed from January 1988 - 
December 2002 

Outpatient Drug Utilization Data Sources 

IMS Health, National Prescription Audit Plus 
(HPAPIus ) 

IMS Health, National Disease and Therapeutic 
Index (NDTI ) 




National Prescription Audit Plus 

(NPA Plus ) 


Measures the “retail outflow” of prescriptions 
from pharmacies to consumers 
Includes: chain, independent, mass 
merchandisers, food stores with pharmacies, mail 
order, and long-term care pharmacies 

Number of dispensed prescriptions is 
obtained from a sample of approximately 
22,000 pharmacies in the U.S. 

Projected nationally 
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National Disease and Therapeutic 
Index (NDTI ) 

• Collects data on drug products and diagnoses 
mentioned during office-based physician visits 

• Provides descriptive information on profiles and 
trends of diagnoses, patients, and treatment 
patterns occurring in office-based practice 

• Data are gathered from a sample of 2,000- 
3,000 office-based physicians in the U.S. 

Projected nationally 
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Total U.S. Prescriptions Dispensed Annually for 
Selected Antidepressants . All Ages, 2002 

• An estimated 157 million prescriptions 
dispensed in the U.S. in 2002 
Market Leaders 

• Sertraline (~ 20%) 

• Paroxetine (~ 19%) 

• Fluoxetine (~ 17%) 

• Citalopram (~ 14%) 


IMS Ncritioivl PiehCiiplioii AmJi; Plus- . ViydC 5968 lo 2002 Ddlif ExstacleO Janujiy 2004 
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Total U.S. Prescriptions Dispensed Annually 
for Selected Antidepressants, All Ages, 1988-2002 
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Method for Estimating Use in 1-17 
Year Olds from NPA Plus 

• IMS Health NDTI™ data 

Proportion of office-based physician visits 
that involved the mention of one of the 
selected antidepressants to 1-17 year olds 

• IMS Health NPA P/tvs™ data 

Applied NDTI proportion to the total number 
of prescriptions dispensed in the U.S. for that 
year 


1.1 

IS Ml iKf! fu A'li'ii.’n VoJk Mill. . Njiioiicji Oi&feOij'j; a'MJ TlH.Tit(.>eii!it; indtix ' , 10«S lo L'(i02 Oai^i Exirncititi 2W)i 
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Total U.S. Prescriptions Dispensed Annually for 

Selected Antidepressants . Ages 1-17 Years, 

2002 

• Younger pediatric population (1-1 1 years) 

In 2002, an estimated 2.7 million prescriptions 
(~ 2% of total) dispensed 

• Sertraline (31%), paroxetine (18%), fluoxetine (16%) 

• Adolescent population (12-17 years) 

In 2002, an estimated 8.1 million prescriptions 
(~ 5% of total) dispensed 

• Sertraline (26%), paroxetine (22%), bupropion (13%) 



i.e ;f.!S ! ' .iii. ii.il i'll. xi>|H..-ri \iixl.i i’i.i-. DiscPsfc oncl Tticrdptrutir, , Yi-aa to 2002. E«tf«:if<l .Jiiinwfy 200- 
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Top Office-Based Prescriber Specialties 
Mentioning Selected Antidepressants . 

Ages 1-17 Years, 1998-2002 

Younger pediatric population (I-11 years) 

Top ranked physician specialties have shifted slightly 
and relative proportions have also changed 

* 1998 Psychiatry (66%): Family Practice (10%); and Pediatrics (8%) 

• 2002 Psychiatry (64%); Pediatrics (17%); and Neurology (8%) 

Adolescent population (12-17 years) 

Top ranked physician specialties have remained 
constant , but relative proportions have changed 

* 1998 Psychiatry (67%); Pediatrics (10%); and Family Practice (9%) 

• 2002 Psychiatry (65%); Pediatrics (17%); and Family Practice (9%) 


1.^ 

. ji'i' I Din'i.'M. I'fKJ i tK.-tjtHrulii- Itvie* 'rfcitfv. i V'ji. !<i J<.‘V2 Dj».< ..’Oo-i 

(..•Si.-l! u (jf.rMjriptioo ijuUxjfuerJ sarr.pte yiv*-!! crijg m off.r.c, or any conibiiuinon 
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Diagnoses Associated with the Use o f Selected 
Antidepressants, Ages 1-11 and 12-17 Years, 2002 




Yi;j' 2llli2 0,^u.v pASlthnci.) 
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Diagnoses Associated with the Use o f Selected 
Antidepressants . Ages 1-11 Years, 2002 



Sertialine Paroxetine 


Bupropion fluoxetine Citaiopram 

Product 


■ Ottier Disorders 
Attention Deficit Disorders 

■ Anwety Disorders 

■ Mood Disorders 


■it CiV.. 


KiliX EMiilCleiil 





% Total Patient Visits 


Diagnoses Associated with the Use o f Selected 
Antidepressants , Ages 12-17, 2002 



Sertraline Paroxeline Bupropion Citaiopram Fluoxetine 


■ Other Disorders 
Mention Deficit Disorder 

■ Anxiety Disorders 

■ Mood Disorders 


Product 
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Diagnoses Associated with the Use of 
Selected Antidepressants . Ages 1-17 Years, 

1998-2002 

• Younger pediatric population (1-11 years) 

In 2002, anxiety disorders were the primary 
diagnoses (31% of total) 

• In 1998, mood disorders were the primary 
diagnoses (47% of total in 2002 - data not shown) 

• Adolescent population (12-17 years) 

From 1998 - 2002, mood disorders have 
remained the primary diagnoses (59% of total in 
2002 ) 


'' if. aiKj Ttiotjptuiic t!Klc/ ' . vfjf 2902 D;4a Eitfacted 2004 




Limitations 


Outpatient Drug Use Data 

Data on dispensed prescriptions include 
prescriptions filled in the outpatient pharmacy 
setting only 

Prescriptions dispensed for ages 1-17 years 
extrapolated from physician office visit data 
Data on prescriber specialties and indications 

• Taken from a sample of 2,000-3,000 office-based 
physicians 

• A mention of a product during a office visit may not result 
in a patient actually filling the prescription in a pharmacy 



Conclusions 


Antidepressant use among children & adolescents 
appears to be widespread 
Increasing annually since 1988 

Psychiatrists , pediatricians , and primary care 
proyiders continue to be the primary prescribers 
Diagnoses for the outpatient use of selected 
antidepressants 

Ages 1-1 1 Years 

• Anxiety disorders (31%), mood disorders (27%). attention-deficit disordeir (17%) 

Ages 12-17 Years 

• Mood disorders (59%), anxiety disorders (18%), attention-deficil disorder (8%) 
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Janet Woodcock, M.D. 

Dq>uty Conunissioner for Operations 
Food and Drug Administration 
5600 Fishers Lane 
Rockville, Maryland 20857 

Dear Dr. Woodcock: 

On September 9, 2004, you testified before the Subcommittee on Oversight and 
Investigations in a hearing entitled “Publication and Disclosure Issues in Anti-Depressant 
Pediatric Clinical Trials.” We now ask for your re^onses to several additional questions 
(attached). 

Because we wish to include the questions and responses in the printed record of this 
hearing, please respond no later than Tuesday, September 21, 2004. Please fax and e-mail the 
responses. The faxed response should be directed to Billy Harvard, Committee on Energy and 
Commerce, Majority staff, at 202-226-2447, and Voncille Hines, Committee on Energy and 
Commerce, Minority staff, at 202-225-5288. The e-mail copy of the response should be directed 
to fBil]v.Harvard@mail.house.gov~l and Voncille Hines 0/oncille.Hmes@mail.house.govL Due 
to the uncertainties of postal deliveries on Capitol Hill, we ask that your responses not be sent 
through the postal service. 

If you have any questions, please have your staff contact David Nelson, Minority 
Investigator/Economisi, Committee on Energy and Commerce, at 202-226-3400. 


JOHN D. DINGELL 
RANKING MEMBER 



Attachment 
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Dr. Janet Woodcock 
Page 2 

cc: The Honorable Joe Barton, Chairman 

Committee on Enei^ and Commerce 

The Honorable Greg Walden, Vice Chairman 
Subcommittee on Oversight and Investigations 

The Honorable Peter Deutsch, Ranking Member 
Subcommittee on Ov^ight and Investigations 
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Questions for Janet Woodcock, M.D. 

Deputy Commissioner for Operations 
Food and Drug Administration 
from the Honorable John D. Dingeli 
Committee on Energy and Commerce 

regarding the September 9, 2004, Subcommittee on Oversight and Investigations 
Hearing entitled 

“Publication and Disclosure Issues in Anti-Depressant Pediatric Clinical Trials” 


1 . Why did Organon not receive pediatric exclusivity for their drug Remeron? 

2. How does the Agency react to a question, raised by at least one drug firm, of whether it is 
ethical to perform a long-term safety study if a clinical trial shows no efficacy in children? 

3. Does the FDA have sufficient authority, under the Best Pharmaceuticals for Children Act, to 
require that drugs be studied to its satisfaction? 

4. You testified that the FDA actively works to post summaries of pediatric trials in a timely 
manner. We know you did not in all but one of the drugs explored at this hearing. What 
other studies, which also have failed to show efficacy, has the FDA not yet released? Please 
provide a list of drugs that have failed to show efficacy in clinical trials in pediatric 
populations, as well as the dates the FDA received the study results. 

5. 1 understand that the FDA has possession of studies that show that at least some of the anti- 
depressants, under discussion in this hearing, are not effective in some of the trials of adults 
with Major Depressive Disorder (MDD). Please tell us which of these drugs, that were not 
shown to be effective in pediatric studies, were also submitted with one or more failed trials 
to FDA for adult populations suffering from MDD. 

6. You testified that the FDA asked manufacturers to change the labels of ten drugs to include 
stronger cautions and warnings about the need to monitor patients for worsening of 
depression and the emergence of suicidal behavior and ideation? You further state that the 
new warning language has now been added to the labels for seven of these products and that 
sponsors of the other three drugs have also agreed to adopt the language. Which three drugs 
have yet to make the appropriate changes to their labels? Why have they not changed their 
labels? Do they have a time limit for making these changes? 

7. Please identify each official in the Office of Drug Safety, in the review division referred to as 
Neuropharm, or anywhere else in the Center for Drug Evaluation and Research, that 
reviewed, recommended (or failed to recommend), approved, concurred in the approval, or 
otherwise participated in the decision to request that Wyeth Laboratories moderate its labeled 
warning, or proposed labeled warning, regarding the dangers of Effexor in children and 
adolescents. 
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8. Please identify each official in the Office of Drug Safety, in the review division referred to as 
Neuropharm, or anywhere else in the Center for Drug Evaluation and Research, that 
reviewed, recommended (or failed to recommend), and/or approved the decision not to 
require GlaxoSmithKline to label their drug, Paxil, as having failed to show efficacy in at 
least one pediatric trial. 

9. Please identify each official in the Office of Drug Safety, in the review division referred to as 
Neuropharm, or anywhere else in the Center for Drug Evaluation and Research, that 
reviewed, recommended (or failed to recommend), and/or approved the decision not to 
require Forest Laboratories to label their drug, Celexa, as having failed to show efficacy in a 
pediatric trial. 

10. Please identify each official in the Office of Drug Safety, in the review division referred to as 
Neuropharm, or anywhere else in the Center for Drug Evaluation and Research, that 
reviewed, recommended (or failed to recommend), and/or approved the decision not to 
require Bristol-Myers Squibb, to label their drug, Serzone, as having failed to show efficacy 
in at least one pediatric trial. 

1 1 . Please identify each official in the Office of Drug Safety, in the review division referred to as 
Neuropharm, or anywhere else in the Center for Drug Evaluation and Research, that 
reviewed, recommended (or failed to recommend), and/or approved the decision not to 
require Organon to label their drug, Remeron, as having failed to show efficacy in at least one 
pediatric trial. 

12. Please identify each official in the Office of Drug Safety, in the review division referred to as 
Neuropharm, or anywhere else in the Center for Drug Evaluation and Research, that 
reviewed, recommended (or failed to recommend), and/or approved the decision not to 
require Pfizer to label their drug, Zoloft, as having failed to show efficacy in at least one 
pediatric trial. 

13. Please identify each official in the Office of Drug Safety, in the review division referred to as 
Neuropharm, or anywhere else in the Center for Dmg Evaluation and Research, that 
reviewed, recommended (or failed to recommend), and/or approved the decision not to 
require Wyeth to label their drug, Effexor, as having failed to show efficacy in at least one 
pediatric trial. 
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Questions for Janet Woodcock, M-D^ Deputy Commissioner for Operations 
Food and Drug Administration from 
the Honorable Bart Stupak 

Committee on Energy and Commerce regarding the September 9, 2004 
Subcommittee on Oversight and Investigations Hearing entitled 
“Publication and Disclosure Issues in Anti-Depressant Pediatric Clinical Trials” 

1 . In the 9/9/2004 hearing and at this year’s Advisory Committee hearings, FDA officials have 
said repeatedly that the data sets they have in which to determine the safety and efficacy of 
antidepressants to treat depression in children are too small. What changes need to be made 
to the Written Requests for pediatric trials in order for FDA officials to better determine 
efficacy and safety? What has FDA learned from its review of antidepressants about how 
this system should be changed? What changes have you implemented or will you 
implement? Does legislation need to be enacted to make the changes necessary? 

2. Please provide the Committee with the number of spontaneous adverse events classified as 
suicide, suicidal behavior and ideation reported to the FDA through MedWatch for each year 
since the drugs Wellbutrin, Celexa, Prozac, Luvox, Serzone, Paxil, Remeron, Zoloft, and 
Effexor have been approved for use in adults. Please classify adverse events by age group 
(adult, adolescents, and children). Please also explain how the FDA has followed up on 
these reports and classified these events. 

3. In Dr. Dianne Murphy’s testimony before the Advisory Committee on September 13, 2004, 
she stated that over 293 Written Requests for products to be studied in children have been 
made by FDA since 1994, and that studies have been submitted on over 1 10 products. 

Please account for the 1 83 products that have had Written Requests issued, but have not had 
studies submitted. How many of those 293 Written Requests were unanswered? How many 
products have studies underway that have not been submitted to the FDA? 

4. Dr. Murphy testified that 76 label changes have been made. Why have only 76 labels been 
changed? What is the status of the other 24 label changes? Why has the FDA only posted 
41 product summaries on its Web site when over 1 10 products have studies completed and 76 
products have label changes? 

5. Dr. Dianne Murphy testified before the Advisory Committee on September 13, 2004, that 
“Under FDA’s general disclosure provisions for approved applications, the summary for 
Prozac is available” on the FDA Web site. Why has the FDA not used those same disclosure 
provisions to publish the summaries of pediatric trials of other drugs? 
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June 16, 2004 


VIA FACSIMILE & USPS (202) 690-8168 

The Honorable Tommy G. Thompson 
Secretary 

Department of Health and Human Services 
200 Independence Avenue, SW 
Washington, DC 20201 

Dr. Lester M. Crawford, D.V.M., Ph.D, 

Acting Commissioner 

U.S. Food and Drug Administration 

5600 Fishers Lane 

Rockville, MD 20857 


Tab 89 


Dear Secretary Thompson and Dr. Cravvford: 

Last March, I instructed my staff to review whether or not Dr. Andrew 
Mosholder, who works in the Office of Drug Safety (ODS), was precluded from 
delivering his analysis of clinical data relating to children, anti-depressants, and suicidal 
events to a Food and Drug Administration (FDA) Advisory Committee Meeting (ACM) 
on February 2, 2004. My concerns at the time centered around the public’s right to know 
the possible effects of certain anti-depressants on children and reflected my deep and 
unbridled concern for the thousands of children across America who are faithfully taking 
potentially life-threatening medication, which have been found to be no better than 
placebo in the treatment of depression in children. In addition, I expressed concern to you 
regarding the investigation that was launched into the "leak" of Dr. Mosholder’s analysis. 

Let me begin by saying that Dr. Mosholder appears to be a man of great integrity, 
placing his findings and recommendations above all else, despite FDA efforts to limit and 
strategically manipulate information to be provided to the public. This country needs 
more civil servants with Dr. Mosholder’s devotion to doing what is right in the face of 
adversity. 
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Interviews conducted during the course of this investigation have provided the 
Committee with a trove of information to consider. To begin with, it is necessary to 
address the ODS, both its function and mission. The ODS has a very specific mission: it 
"evaluates drug risks and promotes the safe use of drugs by the American people." In 
essence, ODS maintains a system of "postmarketing surveillance" to identify adverse 
effects that did not appear during the drug development process. This mission makes 
perfect sense. Clinical studies conducted, prior to a drug entering the U.S. market, 
involve a limited number of highly selected individuals and a similarly limited number of 
trials. In other words, the laboratory in which the drug is being tested for its usefulness is 
understandably small and controlled. As a result, the full range of possible adverse effects 
of a new drug does not always surface. Indeed, the real laboratory for new drugs occurs 
once the drug is dispensed across large numbers of people after marketing begins. 

The ODS learns about adverse events through reporting by companies and 
through voluntary reports submitted to FDA’s MedWatch program; a program for health 
professionals and consumers to report adverse events to FDA. Staff in ODS, like Dr. 
Mosholder, use this information to identify drug safety concerns and recommend actions 
to improve product safety and protect public health. Unfortunately, interviews with FDA 
employees suggest that a discoimect exists within the ODS, between its mission and its 
current operations. 

According to staff interviews. Dr. Mosholder is a child psychiatrist who, prior to 
joining ODS, served for almost 10 years in the Division of Neuropharmacologic and 
Psychiatric Drugs (Neuropharm) within the Center for Drug Evaluation and Research 
(CDER) of FDA. Neuropharm, located within CDER’s Office of New Drugs (OND), is 
responsible for approving drugs for entry into the marketplace. During his decade in 
Neuropharm, Dr. Mosholder was responsible for reviewing safety and effectiveness 
studies on anti-depressants and children. As a result of his unique knowledge and 
experience, Dr. Mosholder is the de facto expert at FDA for the efficacy of anti- 
depressants in children, and accordingly was sought out by Dr. Katz, the Director of 
Neuropharm, to do a "rush consult" to evaluate the clinical studies involving children, 
anti-depressants and suicide. This "rush consult" was sparked by several factors, 
including the availability of new data analyses indicating an increase in suicidal thoughts 
and behaviors in children treated with some of these drug agents. As a result of this 
consult, Dr. Mosholder was protected from all other assignments so that he could 
complete this important analysis quickly (the Mosholder Analysis). 

Dr. Mosholder conducted his review of the clinical data, prepared his analysis, 
and provided that analysis, without recommendations, to his peers and superiors 
including, Drs. Mary Willy, Mark Avigan, and Anne Trontell in September 2003. 

Overall, the Mosholder Analysis was widely disseminated. Moreover, Dr. Mosholder’s 
findings were and remain that there is a link between anti-depressant use by children and 
suicidal and self-injurious thoughts and behaviors. His report was well received. In fact, 
his immediate supervisor Dr. Willy noted a job well done, while Drs. Avigan and Tronell, 
both of whom would later write dissenting opinions to Dr. Mosholder’s analysis, advised 
Dr. Mosholder that he had done a "great job" and "good job," respectively. 
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Over the course of the next several months. Dr. Mosholder said that he continued 
to refine his analysis, but his findings never changed, i.e., the link between children, anti- 
depressants and suicide was unmistakable. As a result of these and other events, a 
decision was made by Neuropharm and OND that Dr. Mosholder would present his 
analysis and findings at the February 2, 2004 Psychopharmacologic Drugs Advisory 
Committee Meeting (ACM), as noted in the Federal Register on October 31, 2003. 

On December 10, 2003, the United Kingdom’s Medicines and Healthcare 
Products Regulatory Agency (MHRA) issued a statement regarding children, anti- 
depressants and suicide. The MHRA noted that only Prozac should be given to children 
with depression and that the use of all other selective serotonin reuptake inhibitors (SSRI 
anti-depressants) was contraindicated. The FDA was well aware of this determination. 

In anticipation of the February 2, 2004 ACM, a planning meeting took place in 
December 2003. During the course of that planning meeting. Dr. Mosholder distributed 
to all the attendees an outline of his talking points, which noted that a child taking an 
anti-depressant, other than Prozac, was twice as likely to have a suicidal event as a child 
taking a placebo. This was a significant finding and was consistent with the MHRA 
findings and the Lancet study. 

Dr. Laughren, the Deputy Director of Neuropharm and formerly Dr. Mosholder’s 
team leader during his tenure in Neuropharm, objected unexpectedly to Dr. Mosholder’s 
methods at a December meeting. This was the case despite the fact that he had received a 
copy of the analysis and had an opportunity to review it several months earlier. It is my 
understanding that Dr. Laughren wanted to get further analysis of the data done by 
Columbia University before reaching a conclusion. 

On January 6, 2004, Dr. Mosholder was contacted by Dr Katz. During a 20 
minute conversation. Dr Katz informed Dr. Mosholder that he would no longer be 
presenting at the ACM because Dr. Mosholder: 1) reached a different conclusion than 
OND; and 2) utilized incomplete data. This decision was neither embraced by Dr. 
Mosholder, nor by his superiors in the ODS, but it appears that little could be done to 
ameliorate the situation. 

During the course of this investigation, it has become increasingly more apparent 
that the ODS and the OND exist in a relationship that is best described as "separate but 
unequal." According to staff interviews, the ODS serves a subservient role to the OND. 
Indeed, the ODS was described by one employee as the "unwanted stepchild" at FDA, 
rather than a watchdog for the public at large. This observation merits further in-depth 
review because of the seriousness of the impact of any organizational weakness at the 
FDA upon public safety. 

Subsequent to the decision to remove Mosholder from the agenda of the ACM, 
the FDA engaged in a series of other activities that are also very troubling. In anticipation 
of the fact that parties interested in the Mosholder analysis were expected to attend the 
ACM, including family members of children harmed by one or more anti-depressants, it 
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appears the FDA: 1) prepared scripted answers for Dr. Mosholder to read if questioned at 
the ACM; 2) attempted to have Mosholder present data known to be unreliable and 
deceptively misleading; and 3) engaged in behavior that overall is unexpected from an 
organization charged with ensuring and protecting the safety of American consumers 
taking prescription medications. 

To begin, Dr. Mosholder was advised at one point that if he were willing to 
modify his recommendations, perhaps he could present his analysis at the ACM. Indeed, 
new recommendations were drafted for his consideration. However, Dr. Mosholder 
refused to accept new, alternative language, stating that the alternative language 
misconstrued his recommendations. 

In addition, Dr. Mosholder was told that he was not sitting at the meeting table 
during the ACM, despite the fact that he was providing information on another topic. 

This decision was made by the OND. Dr. Mosholder was advised that in the event he was 
asked any questions regarding his anti-depressant analysis, he was not allowed to speak 
about his analysis, he could only speak from the "prepared" answers. This seems like a 
peculiar way to treat the "established" expert in the area of SSRIs and children. 

Perhaps most troubling, however, was the fact that OND attempted to have Dr. 
Mosholder present "reporting rates" of suicidal thoughts, rather than the available clinical 
trials data on anti-depressants and children, which formed the foundation of his analysis. 
This is bothersome for several reasons. "Reporting rates" are considered marginally 
reliable and clinical trials data have long been regarded by FDA as the most reliable type 
of data based upon the experts interviewed. As one interviewee stated, "clinical data 
trumps reporting data any time." These rates are derived from dividing the number of 
cases reported to the FDA by pharmacists, physicians and others and stored in the 
computerized Adverse Event Reporting System (AERS). AERS is a voluntary reporting 
system intended, among other things, to monitor the safety effects of drugs once they are 
approved by the FDA for marketing. In order to determine the reporting rate you simply 
take the AERS data for a particular drug and divide it by the number of prescriptions 
filled for that particular drug. This provides the "reporting rate" for that drug. 

In the instant situation, the OND wanted Dr. Mosholder to present "reporting 
rates" of suicidal thoughts and behavior for anti-depressants in children at the ACM. 
However, Dr. Mosholder refused to do so because most serious adverse drug effects are 
never reported to FDA. Consequently, any "reporting rate" would be extremely low, not 
because the SSRI anti-depressants do not promote suicidal thoughts and behaviors in 
children, but because voluntary reporting is so poor and infrequent. The use of "reporting 
rates" at the ACM would be deceptively false and misleading and would provide a "false 
sense of security" to the public. Staff interviews suggest that had these reporting rates 
been presented at the ACM, the public, the media and the Congress probably would have 
concluded that anti-depressants are all extremely safe for children. 

On one hand, it can be said that the public should be grateful that Dr. Mosholder 
held his ground and refused to present "reporting rates” at the ACM; yet, on the other 
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hand, the fact that a high-level official at the OND/FDA would consider such an 
alternative is alarming. In fact, it begs the question: in how many other instances were 
reporting rates provided when more reliable data was available? In how many other 
instances has the OND manipulated its advisory committee meetings to withhold from 
the public and misrepresent safety information about marketed drugs of critical 
importance to patient safety? 

It appears from this investigation to date, the turning point for removing the 
Mosholder Analysis from the ACM was not the fact that Columbia University was going 
to further analyze the data or that Dr. Mosholder’s superiors had not "cleared" the 
consult, as reported in the press. After all, it was repeatedly reported to us that 
consults/analyses that had not been "cleared" were regularly presented to the ACM. The 
lynchpin for removal of the Mosholder consult from the ACM was the insertion of 
"recommendations." Specifically, Dr. Mosholder recommended that "a risk management 
strategy directed at discouraging off-label pediatric use of anti-depressant drugs, 
particularly the use of drugs other than fluoxetine (Prozac), in the treatment of pediatric 
MDD (major depressive disorder)." 

During the course of discussions regarding the removal of the Mosholder 
Analysis from the ACM agenda, another matter of interest came to light. Specifically, 
staff interviews suggest that inserting recommendations into drug consults are neither 
encouraged nor wanted by the OND. In fact, one employee at the ODS stated, that he was 
"hazy" on whether or not recommendations should ever be written. Another employee 
stated that consult recommendations are outright discouraged because they force the hand 
of the OND to "do something" and that the OND preferred that ODS consults remain 
"sterile." 


The fact that ODS employees believe that they should not insert recommendations 
in their consults appears to be in direct contravention of ODS claims. Specifically, the 
ODS’s website states that ODS is to "identify drug safety concerns and recommend 
actions to improve product safety and protect the public health." It would seem that 
OND’s decision to discourage scientists at ODS from recommending action intended to 
serve the public interest is inconsistent with its stated mission. More importantly, it is 
contrary to the basic fundamental principle upon which our government is built: that is; 
having independent and objective reviewers of fact to protect the American public in a 
timely and effective manner, particularly when it comes to the issues of public health. 

A review of the facts surrounding the removal of the Mosholder Analysis from 
the ACM, coupled with efforts to have "reporting data" presented as opposed to clinical 
data at the ACM and attempts to modify Mosholder’s recommendations, in return for a 
seat at the ACM table, lend themselves to a number of concerns. First, the relationship 
between the ODS and the OND does not appear to be in the best interest of the consumer. 
Indeed, some staff interviews noted that ODS is simply there to "serve" OND. Still others 
stated that perhaps ODS should consider re-naming itself to the "Office of Drug Safety 
Consultants" or the "Office of Dumb Simpletons." 
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In addition, I continue to be extremely interested in the investigation that was 
launched into the "leak" of information to the press and to Congress regarding the 
findings of the Mosholder Analysis. Although I am continuing my review of that matter, 
there is one point that must be made. My letter, dated March 25, 2004, asked: "What was 
the purpose of this alleged investigation?" In response, I was advised that: "This 
investigation was initiated to determine if there was an inappropriate disclosure of 
sensitive information.” This response appears to be 1) not true; 2) an insult to the process 
in which I am engaged; and 3) at best, a misleading response to my inquiries. 

It was well-established among ODS employees that the "leak" investigation was 
intended to ferret out the name or names of the individuals who contacted the press with 
Dr. Mosholder’s findings. The investigation was a catalyst for fear and was, according to 
those interviewed to date, intended to target the "leak." In fact, none of the individuals 
interviewed had any recollection of the "leak" investigation being driven by a concern 
about the disclosure of sensitive information; rather they believed that FDA was after the 
"leaker," and if found, that individual(s) would likely suffer severe negative 
consequences. Accordingly, in the future, I would greatly appreciate that my inquiries 
be taken with the seriousness in which they are asked; I expect no less. 

Thank you for your continued cooperation. 


Sincerely, 


Charles E. Grassley 
Chairman 
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Tab 90 

Review and Evaluation of Clinical Data 


Drugs, NDAs, sponsors, and date of submissions: 

1. Welibutrin (Bupropion), NDA 18-644, GlaxoSmithKline, submissions dated 
H/04/03, 4/15/04, 5/18/04 

2. Remeron(mirtazapine), NDA 20-415, Organon, submissiore dated 1 1/10/03 & 
4/15/04 

3. Luvox (fluvoxamine), NDA 21-519, Solvay, submissions dated 1 1/10/03 & 
4/13/04 

4. Effexor and Effexor XR (venlafaxine), NDAs 20-151 and 20-699, Wyeth, 
submissions dated 1 1/19/03 & 5/14/04 

5. Zoloft (sertraline), NDA 19-839, Pfizer, submissions dated 1 1/21/03 & 4/15/04 

6. Celexa (citalopram), NDA 20-822, Forest, submissions dated 1 1/21/03 & 4/15/04 

7. Paxil (paroxetine), NDA 20-031, GlaxoSmithKline, submissions dated 1 1/24/03, 
4/15/04, & 5/17/04 

8. Prozac (fluoxetine), NDA 18-936, Lilly, submissions dated 12/4/03 & 4/20/04 

9. Serzone (nefazodone), NDA 20-152, Bristol Myers Squibb, submissions dated 
1/14/04 & 4/20/04 

Subject: Relationship between psychotropic drugs and pediatric suicidality 

Reviewer: Tarek A, Hammad, M.D., Ph.D., M.Sc., M.S. 

Date Review Completed: 8/16/04 


This document analyzes and evaluates data submitted by sponsors of several 
psychotropic drugs in response to FDA requests regarding data pertinent to pediatric 
suicidality. 

Several hyperlinks (seen underlined in blue color) were put in place to facilitate 
navigating through the document. 

Table of Contents 

1 Background 5 

2 Objectives 6 

3 Sources of data 6 

4 Operational Definitions 7 

4. 1 Outcome variables 7 

4.2 Variables used to investigate potential effect modification (interaction) and 

confounding (objective 3) 1 1 

5 Statistical Analysis and Findings 12 

5.1 Software used in the analysis 12 

5 .2 The primary outcome 1 2 

5.3 Trial as the unit of analysis 12 

5.4 Person vs. person-time as the unit of analysis within trials 13 

5.5 Examining and handling missing data for explanatory variables 14 

5.6 Preliminary analysis 14 

5.7 Stratified analysis 16 
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1 Background 

On May 22 , 2003, GlaxoSmithKline submitted an analysis of suicide-related' adverse 
events in pediatric trials of paroxetine. This analysis showed a statistically significant 
increase in such behavior with paroxetine treatment, compared to placebo. In order to 
provide a meaningful comparison to the paroxetine findings, the Division of 
Neuropharmacological Drug Products (DNDP) requested that the sponsors of eight other 
psychotropic drugs tested in children and adolescents conduct searches of their databases 
similar to the search performed by GlaxoSmithKline. The initial letters requesting these 
searches were issued on 7/22/03. Follow up requests to obtain additional information 
were issued on 1 1/24/03 & 12/9/03 fAppendix II . The latter requests were issued in part 
to cast an even broader net for events, since there was concern that event-finding by 
sponsors may not have been complete.^ 

Based on our initial assessments of the responses to our 7/22/03 letters, we decided that it 
may be useful to obtain patient- level datasets to permit an exploration for covariates to 
assess for possible imbalances among treatment groups. Requests for these data sets 
were issued on 10/3/03 & 10/28/03 (Appendix 111 . 

Because of a very wide diversity in the events the sponsors had subsumed under the 
broad category of “possibly suicide-related,” concerns were raised within the Division 
that not all captured events could be considered to reasonably represent suicidal thinking 
and behavior. At a joint meeting of the Psychopharmacological Drug Products Advisory 
Committee and Pediatric Subcommittee of the Infectious Diseases Advisory Committee 
held on February 2, 2004\ the Division presented these concerns publicly, and proposed 
a plan for outsourcing a blinded review of the adverse events of interest to an expert 
group of suicidologists. Subsequently, alt adverse events (AEs) identified by the 
sponsors as being suicide-related, as well as all serious AEs, all accidental injuries, and 
all accidental overdoses were independently blindly adjudicated by a group of ten 
suicidology experts assembled by Columbia University. The adjudication process was 
applied to the additional AEs mentioned above to provide reassurance that all suicide- 
related AEs had been identified. 

On 3/17/04, while the AEs were being classified, DNDP requested additional data 
(Appendix III) on treatment-emergent suicidality among study patients as measured by 
the suicidality item(s) in various depression questionnaires (the questionnaires are 
provided in Appendix IV ). 

The purpose of this document is to evaluate and to analyze the suicide- related adverse 


^ The sponsor used an algorithm based on selected preferred terms to identify “suicide-related” adverse 
events. 

^ See Dr. Thomas P. Laughren memo to the PDAC meeting held on February 2, 2004. The memo was dated 
December 30, 2003. 

^ htip://www.fda.gov/cder/drug/aniidepressants/'default-htni 

hnp //cdemet.cder.fda.gov/ACS/Flash%20Minutes/PsvchopharTnacolog{c/psvcho-Minutes Quick feb2.pdf 
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events identified by the blinded adjudication process described above in order to 
investigate the relationship between pediatric suicidality and psychotropic drugs. 

2 Objectives 

1- To investigate the relationship between psychotropic drugs and pediatric suicidality 
reported as AEs (AHs included in the analysis were the ones blindly classified by a 
group of suicidology experts assembled by Columbia University). 

2- To investigate the relationship between psychotropic drugs and pediatric suicidality 
as suggested by scores on the suicidality item(s) reported in pertinent depression 
questionnaires. 

3- To understand the sources of inconsistency - in any of the above outcomes - between 
trials and/or between drugs by investigating possible sources of variation or 
imbalance in the data e.g, trial design, duration of exposure, patient population, and 
other potential confounders. 

3 Sources of data 

In total, eight sponsors of nine psychotropic drugs provided datasets to DNDP culled 
from all the randomized controlled trials of their respective drug products conducted in 
the pediatric population as electronic files (in SAS transport file format). The variables 
included in these data provided detailed information about the individual patients. The 
variables are listed in the data requests in Appendix II and Appendix III . 

The studied drugs included fluoxetine (Prozac), sertraline (Zoloft), paroxetine (Paxil), 
fluvoxamine (Luvox), citalopram (Celexa), bupropion (Wellbutrin), venlafaxine 
(Effexor), nefazodone (Serzone), and mirtazapine (Remeron). 

A total of 25 pediatric trials from all drugs were submitted. The trials were conducted 
over a nearly 20 year period from 1983 to 2001; trial duration ranged from 4 to 16 weeks. 
The indications included Major Depressive Disorder [15 trials]. Anxiety Disorders 
(Obsessive Compulsive Disorder [five trials]. Generalized Anxiety Disorder [two trials], 
and Social Anxiety Disorder/Social Phobia [one trial]), and Attention Deficit 
Hyperactivity Disorder (two trials). Descriptive information for all trials included m this 
review is provided in Appendix V . 

Only 23 of the trials were evaluable. Wellbutrin trial number “4 1 ” was excluded from the 
analysis because it was uncontrolled. Paxil trial number “453” was also excluded because 
its randomized withdrawal design did not allow direct comparison to the other 23 parallel 
arm trials'*. 


^ Trial 453 included two phases, an open-label phase (Phase I) in which patients received paroxetine for 16 
weeks, and a 16 week double-blind placebo-controlled phase (Phase 11) in which responders were eligible 
to participate. Although only data from the 16- week double-blind phase was included in the submitted 


M:\Suicide-Children-2.doc 


Page 6 of 1 30 



622 


4 Operational Definitions 
4.1 Outcome variables 

4.1.1 Outcome variables under " objective 1 " 

AEs were captured on Case Report Forms (CRFs) during the course of these trials. 
Information in these CRFs (and possibly from other sources, e.g., hospital records) was 
used by the sponsor to write narratives for AEs that led to discontinuation from the trial 
or were categorized as “serious” by the regulatory definition^. As described above, 
narratives for AEs that were identified by the algorithm for suicide-related events, all 
serious AEs, all accidental injury AEs, and all accidertal overdoses underwent blinded 
classification by an independent group of experts in suicidology assembled by Columbia 
University. The coordinating team at Columbia University, led by Dr. Kelly Posner, 
conducted a training session with the expert panel prior to the ir application of the coding 
scheme. The following listing shows the coding scheme used by the expert panel and the 
number of events that were classified to each type. 

1 : suicide attempt (n=27) 

2: preparatory actions towards imminent suicidal behavior (n=6) 

3: self- injurious behavior, intent unknown (n=24) 

4: self- injurious behavior, no intent, primarily to affect circumstance (n=2) 

5: self- injurious behavior, no intent, primarily to affect internal state (n=5) 

6: suicidal ideation (rF=45) 

7: other: accident* 

8: other: psychiatric* 

9: other: medical* 

10: not enough information (n=7) 

11: self- injurious behavior, no suicidal intent (unspecified type, i.e. rater not sure if it is 4 
or 5 [n=4]) 

12: "other" (some combination of 7, 8, and 9) * 

* The total of codes 7, 8, 9, & 12 is 26! events. 

For the purpose of investigating the data to fulfill objective number 1 , codes of AEs were 
grouped into five outcomes as listed in the following table: 


dataset, there was a concern that patients in this trial might not be comparable to patients in other trials 
because only patients who were already shown to tolerate and respond to the drug were randomized. 

^ An adverse event is categorized as “serious” if it results in any of the following outcomes; death, a life- 
threatening adverse drug experience, inpatient hospitalization or prolongation of existing hospitalization, 
persistent or significant disability/ incapacity, or a congenita! anomaly/binh defect. Also other important 
medical events requiring interventions to prevent one of the outcomes listed above [21 CFR Ch. 1, 314.80]. 
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Table 1: Outcomes investigated under objective number 1. 


Outcomes 

Description 

Columbia codes 

Outcome I (n=33) 

Definitive suicidal behavior 

1.2 

Outcome 2 fnMS) 

Suicidal ideation (without behavior) 

6 

The primary outcome 
(outcome 3) {n=78) 

Definitive suicidal behavior/ideatioQ 

1,2,6 

Outcome 4 (n==109) 

Possible suicidal behavior/ideation 

1,2, 3. 6. 10 

Outcome 5 (n=l 1 ) 

Self-iniurious behavior, non-suicidal 

4. 5. 11 


The primary focus of the analysis was outcome 3 . For the purpose of “casting the 
broadest net” to identify potentially suicide- related events, “serious” adverse events were 
included among the AEs sent for adjudication. Beyond that, the “serious” status of AEs 
was not utilized in this review because it is a regulatory definition that has no impact on 
the characterization of an event as suicidal or not (i.e., suicidal ideation or suicide attempt 
would not qualify as a serious adverse event if it did not meet the regulatory definition 
mentioned above in footnote. Instead, we relied on the classification resulting from the 
blinded adjudication process. 

4.1.1.1 PHASE DEFINITIONS 

Based on the timing of these events, they were grouped in six “phases” as defined in the 
table below: 

Table 2 ; Definition of “phases” based on the timing of events . 


Phases 


Phase 

Event occurred in double-blind acute treatment phase or within one day of the end of this 
phase^. The end of trials with a tapering period was set to be at the beginning of the 
tapering period. 

Phase 2 


Phase 3 

Event occuned during the discontinuation phase"this phase was defined as 2 to 8 days 
after the cessation of medication for all drugs except Prozac where It was 2 to 3 1 days 
after the cessation of medication because it has a long half life and active metabolites. For 
an event to be classified in this phase, the patient must not have been taking drug at the 
time of the event 

Phase 4 

Event occurred between 2 and 8 days (2 and 3 1 days for Prozac) after the cessation of 
double-blind acute phase study medication and the patient had continued in an extension 
phase or started on a prescription anti-depressant 

Phase 5 

Event occurred between 9 and 3 1 days after the cessation of double-blind acute phase 
study medication and the patient had continued in an extension phase or started on a 
prescription anti-depressant (this category would not apply to Prozac patients) 


*' One day was added onto the end of the exposure because if a patient took the last dose of study drug at 
night, the drug exposure would continue into the next day. 
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risk of suicidality. Assuming an incidence of 5% in the placebo group, trials with 100 
patients in each arm had 80% power to detect about a 4 fold increase or more in the risk 
of suicidality. 



— 0.01 
— 0.05 


PO 


pO = incidence of events in the placebo group. 

6 Limitations of the current investigation 

• It is worth noting that what is reponed in this review represents a post-hoc analysis 
with multiple outcomes involved. This is complicated by the lack of statistical 
significance for many of the sub-analyses, which increase the level of uncertainty. 
Therefore, caution is warranted in the interpretation of the findings. 

• Given the size of the individual trials and the background rates of suicide 
behavior/ideation, the conducted trials were capable of detecting an increase in the 
risk of suicidality of 4- 12 fold. Therefore, none of the individual trials showed 
statistically significant results. Clearly, these trials were designed for efficacy and 
were not powered for safety purposes. 

• The current analyses used short term data (4-16 weeks). Therefore we could possibly 
miss suicidality effects that require a cumulative exposure or long latency period that 
exceeds the trial duration 

• Some of the covariates requested by the FDA to investigate their potential 
confounding effects on the risk estimates were missing from the submitted data. 
However, a reassuring finding is that in trials with complete data there were no 
significant imbalances detected between the drug and the placebo groups. 

• Pooling data across drugs within a class assumes that the rate of suicidality is similar 
across that class of drugs, i.e. that there is a "class effect”. In the current investigation, 
some of the drags have smaller databases than others. Consequently, the smaller 
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opportunity to observe suicidality may have resulted in none or fewer cases being 
observed for that drug. There is also the potential role for the immeasurable and 
uncontrollable differences in the level of ascertainment of events and completeness of 
narratives between various trials and various sponsors. Thus, observed differences in 
the risk between drugs may have several possible explanations, including a true 
difference between drugs, inadequate power for studies of some of the drugs, or 
because of differences between trials in ascertainment and reporting of adverse 
events. 

• Observed rates of suicidality might not reflect actual rates among patients in the 
general population because patients participating in randomized clinical trials might 
be a selected subgroup of patients due to what is known as ‘Volunteer’s bias”. 
Therefore, it might not be easy to generalize the findings of these analyses. 

• Most trials were conducted with a flexible dosing scheme, which made investigating 
the dose effect difficult. The only information available for each patient is the 
maximal modal dose with no specification of which dose was associated with the 
event and the timing of event as it relates to changes in dose. 

• The patterns and causes of premature discontinuation across these trials may be an 
important finding, but they are difficult to explore. Ignoring these patterns assumes 
that there is no informative censoring; however, it needs to be acknowledged that this 
is an important assumption, given the fact that discontinuations were as high as 50% 
in some trials. 

• Adolescents are known to take their medications erratically, and medication 
compliance may have influenced the occurrence of events of interest However, the 
extent of noncompliance was assessed differently across drug development programs. 

7 Reviewer's Conclusions 

o The involved search of adverse events in various drug development programs and the 
blinded classification process identified many events not previously identified and 
also eliminated a number of events that were not appropriately classified, thus 
reducing misclassification and providing more accurate risk estimates. 

o It should be noted that, among the events considered representative of suicidality in 
these 25 pediatric antidepressant trials, there were no completed suicides. 

o No individual trial showed a statistically significant signal for suicidality. However, 
many had a RR of 2 or more and some of the overall estimates, across various trial 
groupings, were statistically significant. 

o The strength of the suicidality signal, although it varies from drug to drug, is 
comparable to previous findings for most drugs. 
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o The sensitivity analyses did not yield a meaningful difference in the magnitude of the 
estimated risks. 

o The differences in the risk estimates between trials within the same drug in the same 
indication might be partially explained by some of the trials’ design attributes. 

o Most of the events occurred in trials with the highest proportion of patients with a 
history of suicide attempt or ideation at baseline. 

o Notwithstanding the missing data on covariates, no meaningful effect modification or 
confounding was detected for any trial 

o The time to event analysis showed that the hazard may not be constant over time, and 
may not always be proportional between the drug and the placebo groups. 

o Drug treatment is associated with symptoms of hostility or agitation. However, it was 
not possible to explore a possible link between the occurrence of these symptoms and 
suicidality due to limitations in the available data 
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18 APPENDIX XI: RRs and 95% Cl for various outcomes overall and 
by indication 


18.1 The primary outcome (outcome 3}, all trials, all indications 
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18.5 Original sponsor's suicide-related events, all trials, all indications 
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18.6 Original sponsor’s suicide-related events, by indication 
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September 14, 2004 

F.D.A. Links Drugs to Being Suicidal 

By GARDINER HARRIS 

B ETHESDA, Md., Sept. 13 - Top officials of the Food and Drug Administration acknowledged for 
the first time on Monday that antidepressants appeared to lead some children and teenagers to 
become suicidal. 

Dr. Robert Temple, director of the F.D.A.'s office of medical policy, said after an emotional public 
hearing here that analyses of 15 clinical trials, some of which were hidden for years from the public by 
the drug companies that sponsored them, showed a consistent link with suicidal behavior. 

"I think that we now all believe that there is an increase in suicidal thinking and action that is consistent 
across all the drugs," Dr. Temple said, summarizing the agency's presentation to a special advisory 
committee. "This looks like it's a true bill." 

The acknowledgement, made after the hearing, comes a year after the agency suppressed the 
conclusions of its own drug-safety analyst. Dr. Andrew Mosholder, who first found a link between the 
drugs and suicide in teenagers and children. Agency officials wrote in internal memorandums that Dr. 
Mosholder's analysis was unreliable, and they hired researchers at Columbia University to re-analyze 
the same data. That study recently reached conclusions nearly identical to Dr. Mosholder's. 

The testimony came before an advisory committee of 3 1 independent experts that the F.D.A. has 
charged with making a recommendation about the labeling and use of antidepressants in children and 
teenagers. 

Family members of suicide victims at the hearing angrily denounced agency officials for the delay in 
admitting the risk of antidepressants in children. The British health authorities decided in December to 
ban the use of most antidepressants in children and teenagers. 

Mathy Milling Downing of Laytonsville, Md., whose 12-year-old daughter hanged herself in January, 
said: "Candace's death was entirely avoidable had we been given the appropriate warnings. "The blood 
of these children is on your hands." 

Agency officials said that they had no regrets about the months of study. "1 don't think the data were at 
that time reliable," Dr. Temple said. "Scaring people needlessly" or overdoing a warning is worrisome, 
he added. 

The most popular pills are Zoloft, made by Pfizer; Paxil, made by GlaxoSmithKline; and Prozac, made 
by Eli Lilly & Company. In 2002, nearly 1 1 million children and teenagers were prescribed 
antidepressants. 

The risk of suicide among patients given the pills is very small. If 100 children and teenagers are given 
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antidepressants, 2 or 3 will become suicidal who otherwise would not have had they been given 
placebos, agency officials said. None of the children in the trials committed suicide, but some thought 
about or attempted suicide, researchers found. 

In March, the agency required antidepressant manufacturers to include on labels a warning that therapy 
with antidepressants could lead some patients, both adults and children, to become suicidal. The 
committee must decide whether this warning is strong enough or whether the drugs should be banned 
for children. The advisory committee is expected to make a decision on Tuesday. The F.D.A. normally 
follows recommendations of its advisory committees. 

It is a complex task. Most studies of the drugs have failed to show that they have any effect on 
depression in children and teenagers. But the drugs have proven effective in adults, and studies suggest 
that teenage suicide rates have dropped in countries where use of antidepressants is widespread. A large 
study of depressed teenagers conducted by the National Institute of Mental Health recently found that 
Prozac was far more effective in treating depression in children and teenagers than was talk therapy. 

Several speakers noted that clinicians would have almost nothing to offer depressed teenagers and 
children if antidepressants were banned. Suicide is the third leading cause of death among teenagers, 
trailing only homicide and accidents. Without treatment, many more teenagers will die, several experts 
said. If the committee suggests an even stronger warning, some patients will resist therapy and could 
perhaps die, some speakers said. 

The issue has roiled the agency and is likely to transform the way the drug industry markets its 
products. Committees in both the House and Senate have begun investigations following disclosures 
that Dr. Mosholder’s analysis had been suppressed. 

The New York State attorney genera! Eliot Spitzer, filed suit against GlaxoSmithKline, charging the 
drug maker with fraud for failing to disclose the results of clinical trials of Paxil that found no benefit 
while promoting the drug to physicians. The company settled the suit this summer by promising to 
disclose the results of all of its clinical trials of its marketed products dating back to 2000. 

Editors of the nation's top medical journals have said they will not to accept for publication trials that 
have not been publicly registered, and legislation is expected to be offered in both the House and the 
Senate requiring the disclosure of the results of all major drug tests on humans. 

For some bereaved parents, Monday's hearing was a chance to take drug makers and the F.D.A. to task. 

Mark and Cheryl Miller of Overland Park, Kan.,, told the committee that their 13-year-old son, 
Matthew, had committed suicide seven months ago while taking Zoloft. 

"Why haven't parents like Cheryl and myself and countless others been told the truth?" Mr. Miller 
asked. 

But others said that antidepressants had helped millions. Dr. Suzanne Vogel-Sibiiia of Beaver, Pa., said 
that she had brought her 15-year-old son, Tony, to the hearing to represent what she said were the vast 
majority of patients who had been helped by the drugs. 

"Please help me preserve my future," Tony told the committee. "Don’t take away my medication." 
Claims that antidepressants cause patients to become acutely suicidal have been made since 1991, just 
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FDA: Antidepressants Appear To Raise 
Juvenile Suicide Risk 

By JENNIFER CORBETT DOOREN 
September 13, 2004 2;S6p.m. 

Of DOW JONES NEWSWIRES 

WASHINGTON -- U.S. Food and Drug Administration medical 
experts said Monday there appeared to be an increased risk of 
suicidal behavior in adolescents taking antidepressants, but said 
there needed to be additional studies to determine the extent of the increase. 

The FDA has convened a panel of outside physicians to discuss reports of suicide and 
antidepressants and to recommend what the agency should do about it. That panel is currently 
meeting and is expected to make its decision late Tuesday. 

Data from small clinical trials in children taking antidepressants suggests that people under age 1 8 
taking most antidepressants have almost twice the risk of suicidal behaviors as those taking 
placebos, or sugar pills, but that the drugs - with the exception of Eli Lilly & Co/s (LLY) Prozac - 
don't work in kids. None of the data show a link between antidepressant use and an actual suicide. 
Prozac is the only FDA approved drug approved to treat major depression in children. Pfizer's 
(PFE) Zoloft is approved to treat obsessive compulsive disorder in people younger than age 18. 

During the meeting FDA officials presented several analysis from the clinical trials, most of 
which have already been made public. But a new analysis adding the most recent data from a 
Prozac study that was published last month in the Journal of the American Medical Association 
suggests that all of the drugs increase the risk of suicidal behaviors, which are defined as suicidal 
thoughts, tendencies such as self-harm and violence. 

The data showed about 78 serious judicial adverse events out of about 2,000 children, Dr. Robert 
Temple, head of the FDA's drug evaluation office told Dow Jones Newswires. 

The increase in suicidal tendencies in kids on Prozac was extremely small and should probably be 
considered as not statistically significant, Temple and other FDA officials said. 

"What's interesting and persuasive is that they all lean the same way," Temple said of the data on 
antidepressants. 

During Monday's meeting, Dr. Andrew Mosholder, an FDA epidemiologist, was allowed to 
present his findings on antidepressants. Mosholder was banned in February from presenting his 
findings because his superiors said results were too preliminary. 
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Mosholder was given a round of applause from many of the 70 families who are testifying late 
Monday about their experiences with antidepressants. Several will tell stories about their children 
who committed suicide after taking antidepressants. 

Mosholder said his analysis "indicates an association of adverse suicidal events with 
antidepressant drug treatment in short-term, placebo controlled pediatric trials." In a memo, he 
recommended the agency specifically discourage ofT-label use of antidepressants in children with 
the exception of Prozac, which is what British regulatory officials have done. 

Earlier this year the FDA asked a panel of outside experts from Columbia University to look at the 
same data Mosholder did. Columbia's analysis, released last month, was similar to Mosholder's. 

The FDA has been shaipiy criticized by Congress for ite handling of the Mosholder matter and for 
being slow to release information. 

Temple said he does not regret the decision to delay Mosholder’s presentation until now, saying it 
was important for the FDA to get it right He said it’s difficult to interpret data on OTitidepressants 
and suicidal behavior because having depression alone increases those risks. 

Dr. Wayne Goodman, the chairman of the psychiatry department at the University of Florida 
College of Medicine, and a member of the panel, said they must balance the risks and benefits of 
treating depression with drugs. 

"Nothing in my experience is more tragic than the suicide of a young person,” Goodman said. "To 
think that I prescribed an agent that might have contributed is unbearable. Equally unbearable is to 
think that 1 didn't do enough. That’s the dilemma before us." 

In March, the FDA suggested antidepressant manufacturers strengthen warning labels urging 
physicians to carefiiliy monitor patients for worsening depression and suicidal thoughts. 

The only FDA approved drug for treating kids with depression is Prozac, and most studies show it 
works. Various other antidepressants, however, are also routinely prescribed to people under age 
18. Until recently, many physicians assumed they worked in kids because the drugs are proven 
effective in adults. 

The FDA has struggled with how to handle the matter since it was alerted last year by 
GlaxoSmithKline (GSK) about clinical trial data that showed a statistically significant increase in 
so-called suicide-related adverse events in those taking the company’s drug Paxil. 

Last year, the FDA advised doctors not to prescribe Paxil to anyone younger than age 18. 

In March, the FDA suggested antidepressant manufacturers strengthen warning labels urging 
physicians to carefully monitor patients for worsening depression and suicidal thoughts. 

During a congressional hearir^ last week, officials from Wyeth (WYE), which makes Effexor, 
and Pfizer, which makes Zoloft, said they tried to strengthen warnings on their drug labels after 
studies of their drugs in children suggested they didn’t work, but said the FDA suggested a more 
cautious apqjroach. 

In 2002, more than 1 0 million prescriptions were written for antidepressants for use by children. 
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